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1 .  INTRODUCTION 


During  the  first  half  of  the  period  since  the  submission  of 
the  Final  Report  for  DAMD- 1 7-83-G-95 1 8 ,  the  emphasis  of  our 
studies  was  on  vector  orientated  investigations  of  causal 
prophylactic,  game t o cy t oc i d a  1  and  s po r o n t o c i d a  1  activity. 
However,  in  August  1984,  it  became  necessary  to  close  the  Winches 
Farm  insectaries  as  the  Anopheles  stephensi  colony  had  become 
infected  with  a  microsporidian  parasite  Pleistophora  (Vavraia) 
culicis.  Since  there  is  no  practical  way  of  eliminating  this 
organism  from  an  infected  colony,  it  was  decided  that  this 
essential  closure  should  be  used  as  an  opportunity  to  refurbish 
the  in  sectaries  and  install  an  effective  environmental  control 
system.  During  the  course  of  this  work,  it  was  found  that  a 
considerable  amount  of  building  repair  was  needed  as  the  roof 
timbers  were  affected  by  dry  rot.  This  work  is  now  complete  and 
it  is  anticipated  that  mosquito  linked  studies  will  recommence 
within  the  next  two  months. 

The  latter  part  of  the  contract  period  and  the  three  months 
between  the  conclusion  of  the  extension  period  and  the 
commencement  of  the  new  contract  has  been  concerned  primarily 
with  blood  schizontocidal  activity  and  in  particular  with  studies 
on  the  development  of  resistant  strains.  Rodent  malaria  strains 
resistant  to  Haiofantrine  and  to  quinine  have  been  developed  and 
these  will  be  included  in  future  b!  cod  schizontocidal  activity 
tests . 
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2.  ADMINISTRATIVE  EVENTS 


Staff  employed  on  US  Army 

funds  are  as 
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time 

Junior  technician 
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100 
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time 

Secretary 
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25 
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time 
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er 

staff 
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Pro 
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Peters  (Principal  Investigator) 
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time 

Dr 

D  C 

Warhu 

rst  (Biologist) 

20$ 

time 

Dr 

D  S 

Ellis 

(Electron  Microscopist ) 

10$ 

time 

Dr 

W  E 

Orraerod  ( Biologist-Pharmacologist ) 

20$ 

time 

In  the  period  covered  by  the  contract  we  have  received  seven 
compounds  from  WRAIR  (including  an  additional  supply  of 
Halofantrine  for  resistance  studies). 

The  collection  of  cry opreser ved  strains  of  rodent  malaria 
continues  to  expand  with  the  inclusion  of  strains  resistant  to 
Halofantrine,  quinine  and  artemisinin.  In  addition,  we  are 
producing  clones  of  our  standard  strains  which  are  being 
included.  Lysates  have  now  been  prepared  from  many  of  the 
stabilates  for  use  in  isoenzyme  characterization  studies.  When 
ccompleted,  these  studies  will  allow  us  to  use  defined  clone 
strains  in  our  test  systems. 

Currently  we  have  a  battery  of  thirteen  strains  (derived 
from  Plasmodium  berghei  o  r  P  ,y  oe 1 i  i  ),  which  are  resistant  to 


N 


standard  a n t i m a  1  a r i a  1  s ,  and  one  drug-sensitive  P.berghei 
available  for  use  in  blood  schizontocidal  tests.  Studies 
involving  mosquito  and  exo-ery thro cy tic  stages  will  in  future 
employ  P.y  oelii  1 7 X  as  well  as  P.y  .niger iensis. 

An  official  visit  was  made  to  the  School  and  Field  Station 
by  Dr  Ho  Chung  and  Ms  Maxine  Losee  of  USAMRDC  in  June  1984. 

A  close  liaison  has  been  maintained  between  the  Principal 
Investigator  and  Colonel  Davidson  of  WRAIR. 

3.  CHEMOTHERAPY  STUDIES 

3. 1  Blood  schizontocides 

Data  are  summarised  in  Table  15  and  detailed  report  sheets 
are  appended  as  Tables  16  through  21. 

3.1.1  WR  251855  AA 

This  lepidine,  an  analogue  of  primaquine,  is  very  active 
against  the  drug-sensitive  N  strain  of  P.berghei  possessing  an 
ED^g  of  0.67  mg/kg  X  4  sc.  Further  studies  .involving  our  full 
battery  of  resistant  lines,  are  to  be  carried  out  and  results 
will  be  included  in  a  subsequent  report. 

3.1.2  BK  74401  (WR  number  not  known) 

This  compound  has  an  EDgn  of  3-4  mg/kg  X  4  sc  against 
P.berghei  N  strain,  a  level  of  activity  comparable  with  that  of 
primaquine.  Further  studies  involving  the  resistant  lines  are 
scheduled. 


3.1.3  BK  73127  (WR  number  not  known) 

BK  73127  is  slight ly  more  active  than  the  preceding  compound 
against  the  N  strain  with  an  EDgg  of  2.1  rag/kg  X  4  sc.  Data  from 
tests  with  resistant  lines  will  be  included  in  a  later  report. 
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3.1.4  Amodiaquine 

In  view  of  a  recent  resurgence  of  interest  in  this  compound, 
it  was  decided  to  examine  amodiaquine  for  activity  against  some 
of  our  resistant  lines.  In  the  drug  sensitive  N  strain 
amodiaquine  has  an  EDgg  of  2.7  mg/kg  X  4  sc,  a  value  very  similar 
to  that  of  chloroquine. 

When  used  against  the  moderately  chloroquine-resistant  NS 
line,  the  EDgg  value  increased  significantly  to  25.5  mg/kg  -  a 
resistance  factor  of  9-4.  Our  highly  chloroquine-resistant  RC 
strain  was  also  highly  resistant  to  amodiaquine,  the  resistance 
factor  being  considerably  in  excess  of  22  (EDgg  =  >60  mg/kg).  A 
similar  result  was  obtained  with  the  quinine-resistant  N/1923 
strain  where  the  EDgg  was  also  in  excess  of  60  mg/kg. 

The  mefloquine-resistant  N / 1 100  line  was  also  markedly 
insensitive  to  amodiaquine  and  the  EDg0  against  this  strain  was 
75  mg/kg  X  4  sc.  This  represents  a  resistance  factor  of  27.3  for 
the  N / 1 100  when  compared  with  N  strain. 

3.2  Causal  prophylaxis 

Causal  prophylactic  test  data  for  8-a mi noq u ino 1 i ne s  and 
quinine  analogues  are  summarised  in  Tables  1  and  2,  detailed 
results  from  all  tests  are  included  in  Tables  22  through  34. 

3-2.1  Putative  metabolites  and  analogues  of  primaquine 

Results  of  earlier  studies  on  all  of  the  above  compounds, 
with  the  exception  of  RCGJM-97,  have  been  reported  previously  and 
the  current  tests  have  been  performed  to  confirm  earlier 
conclusions  or  to  extend  the  dose  range.  The  results  obtained 
with  WR  6890  and  15081  confirm  our  earlier  findings  of  activity 
and  illustrate  the  slightly  lower  level  of  activity  of  WR6890. 
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TABLE  1  A  summary  of  causal  prophylactic  activity  in  some  8- 


aminoquinolines. 


LON 

WR  Number 

MFED 

Residual  activity 

1801 

15081 

10  -  30 

Nil  at  30 

1802 

6890 

30  -  100 

Nil  at  100 

1877 

199508AD 

>  100 

Nil  at  100 

1783 

ANC-IX-19 

Inactive  at  100 

Nil  at  100 

1908 

RCGJM-97 

30  -  100 

Present  at  30 

MEED  =  Minimum  fully  effective  dose.  All  doses  expressed  in 
mg/kg . 


WR  199508  AD  and  the  McCbesney  compound,  ANC-IX-19,  have 
been  examined  at  higher  dose  levels  and  slight  activity  at  100 
mg/kg  is  demonstrable  with  WR  199508  AD.  No  evidence  of  activity 
was  found  at  this  dose  with  ANC-IX-19. 

A  further  compound,  RCGJM-97  (3-bromo-primaquine,  received 
from  Dr  McChesney)  was  found  to  be  fully  active  at  10C  mg/kg  but 
this  activity  is  at  least  partially  due  to  the  residual  action  of 
the  compound. 

3-2.2  Quinine  analogues 

These  four  quinine  analogues  showed  no  significant  activity 
at  100  mg/kg  in  our  preliminary  tests  (previously  reported).  In 
the  current  studies  at  higher  dosage,  Ph  4  0  0  7  and  pH  4901  show 
activity  at  300  mg/kg  associated  with  residual  activity  in  the 
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case  of  Ph  4007.  Neither  Ph  4017  nor  Ph  4900  show  any  activity  at 
300  mg/kg. 

TABLE  2  A  summary  of  causal  prophylactic  activity  of  four  quinine 
analogues . 


MFED 

Residual  activity 

1884 

Ph  4007 

>  300 

Nil  at  300 

1885 

Ph  4017 

Inactive  at  300 

Nil  at  300 

1886 

Ph  4900 

Inactive  at  300 

Nil  at  300 

1887 

Ph  4901 

>  300 

Nil  at  300 

3.2.3  Floxacrine  analogue 

The  floxacrine  analogue,  W R  250547  AA,  had  previously  been 
reported  to  be  fully  active  at  3  mg/kg  with  evidence  of  residual 
activity  being  present.  From  the  new  data  presented  here  it  is 
apparent  that  residual  activity  is  the  major  component  in  the 
overall  activity.  At  a  dose  of  1  mg/kg  the  residual  element 
accounts  for  all  the  demonstrable  activity.  The  minimum  fully 
effective  dose  in  the  causal  prophylaxis  test  is  the  same  as  that 
of  floxacrine  (1.0  -  3-0  mg/kg  x  1  sc). 

3.2.4  Antibiotics 


In  the  preliminary  causal  prophylactic  test,  spiramycin  has 
a  minimum  fully  effective  dose  of  30  -  100  mg/kg.  Li neomycin 
hydrochloride  was  less  active  (MFED  =  >  100  mg/kg).  Both  of  these 
compounds  are  to  be  re-examined,  when  causal  prophy lactic  testing 
recommences,  to  establish  the  presence  or  absence  c-f  residual 
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activity  . 


3-3  Gametocy tocidal  activity 

Data  from  gametocy tocidal  activity  tests  are  summarised  in 
Tables  3  to  7  and  detailed  results  are  given  in  Tables  35  through 
61.  An  innovation  in  this  test  system  is  the  inclusion  of  a  GD 
(gametocy tocidal  dose)^g  and  GDgg  obtained  from  a  dose  response 
curve  plotted  on  log  :  probit  graph  paper.  The  GDgg  is  compared 
with  that  of  primaquine  and  expressed  as  a  Primaquine  Index  (Ping 

3-3-1  8-aminoquinolines 

Twelve  8-arainoquinoiines ,  including  primaquine  diphosphate, 
have  been  examined  in  the  gametocy  tocidal  activity  test. 
Primaquine  was  included  as  a  reference  standard  for  use  with  all 
tests  and  was  found  to  have  a  G D Q q  of  3  3  mg/kg.  This  value  has 
been  used  throughout  for  calculation  of  Primaquine  Indices. 

W  R  1  3  2  2  3  ^  and  W  R  2  118  1^  were  found  to  be  almost  as  active  as 
primaquine  with  PI0g  values  of  C  9  and  C-c  respectively.  WR 
228708  was  the  only  other  8-amincquinoline  to  show  a  reasonable 
degree  of  activity  (PIqr  =  C.2  4>.  The  remaining  eigr.t  0  cm  pc  unis 
in  this  group  were  all  appreciably  less  active. 


TABLE  3  Gametocy tocidal  activity  of  8-aminoquinolines . 


WR 

BN 

LON 

GD50 

gd90 

PI90 

2975AW 1 

BJ  08241 

1711 

1.3 

33-0 

1  .  0 

18223-4 

BE  17580 

1720 

12.3 

38.5 

0.36 

211814 

ZP  12775 

1721 

8.0 

59.0 

0.56 

215295 

ZN  43444 

1722 

230 

1  100* 

1 

0.03 

233605 

BH  69990 

1727 

135 

2700* 

0.01 

243789 

EJ  08189 

1728 

150 

950* 

0.03 

246315 

BJ  45691 

1729 

27.0 

1  100* 

0.0  3 

247705 

BJ  51779  1  1730  300 

39CO* 

<0.01 

2  4  3  4  1  2 

3J  59202  |  1711  >300 

>>300 

<<0.1 

3500*  <0.01 

2  2  8  7  0  8 

3G  66798  1 733 

36.0  !  1-3  ,  0.24 

;  1 

194343 

_ 

1  :  !  i 

ZN  41968  1751  ;  >300  .  >  >  3  0  C  ■  <<0.1 

■  i  : 

- 1 - ! _ 1 _ 1 _ 

1  Primaquine  dipnosphate;  *  =  interpolated  graph icaliy 
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3.3-2  Primaquine  metabolites 


TABLE  4  Gametocy tocidal  activity  of  some  primaquine  analogues. 


WR 

BN 

LON 

PI90 

ANC-IX-191 

( McChesney ) 

1783 

180 

440 

CO 

o 

o 

249725 

BK  69990 

1931 

NA100 

- 

- 

1508  1 

AY  15653 

1801 

>300 

>>300 

<<Q.  1 

6890 

BK  12713 

1802 

100 

340 

0.1 

RCGJM-532 

(McChesney ) 

1810 

1C5 

460 

0.07 

1995C8  AD 

3 PC  56500 

1877 

220 

3250* 

0.01 

s  WR  249725;  2  -  WR  199507  (5- hydroxy  primaquine) 

NA  =  no  activity;  *  =  interpolated  graphically 
None  of  the  six  primaquine  metabolites  examined  possess  any 
marked  degree  of  gametocy tocidal  activity.  The  best  of  these,  WR 
6890,  had  a  PI0Q  of  0.1. 

3-3.3  Quinine  analogues 


TA3LE  5  Gametocy tocidal  activity  of  some  quinine  analogues. 


WR 

BN 

LON 

GD50 

— 

GDgo 

PI9C 

Ph  4007 

BK  64306 

1884 

31 .0 

365 

0.09 

Ph  4017 

BK  64315 

1885 

20.0 

90.0 

0.37 

Ph  4900 

BK  64324 

1886 

13-5 

92.0 

0.36 

_ 

Ph  4001 

_ 

BK  64333 

1887 

>300 

>>3CC 

O 

V 

V 

Our  earlier  observation  of  activity  with  the  four  quinine 
analogues  has  been  confirmed  in  the  current  series  of  tests.  The 
least  active  of  the  four  was  Ph  4901  and  the  flat  nature  of  the 
dose  response  curve  precluded  us  from  obtaining  a  meaningful 
GD 

g0.  A  little  more  active  was  Ph  4007  with  a  GDgQ  of  36b  (?I or  = 
0.09)  but  Ph  4017  and  Ph  4900  were  very  much  more  active.  Ph  401” 
had  a  GDgQ  of  90.0  mg/kg  (  P I  g  Q  =  0.37)  and  Ph  490  0  had  the  same 
degree  of  activity  with  a  GDgg  of  92.0  mg/kg  (PI Qg  =  0.36). 


3  .  3  • 11  Floxacrine  analogues 

TA3LE  6  Gametocy tocidal  activity  of  two  floxacrine  analogues. 


WR 

BN 

LON 

i 

j  3D50 

GDgQ 

r  *  9  C  1 

j  245082 

3K  02771 

i 

1752 

70.0 

! 

1  2100* 

1 

!  i 

246976 

i 

i  ! 

j  3K  02780 

1753 

11.0 

255 

£  t  1  «  | 

*  =  interpolated  graphically 


Two  floxacrine  analogues,  WR  245062  and  WR  2^5?”t,  have  been 
examined  for  gametocytocilal  activity.  WR  2  e  6  9  7  6  has 
approximately  six  times  the  activity  of  WR  2  4  =  C  S  2  ( ?  1 3 -  values 
are  0.13  and  0.02  respectively). 

3-3.5  Quinolines/quinoline-methanols 

One  quinoline-methanol,  mefloquine,  and  two  quinolines  were 
tested  in  the  gametocy tocidal  test  system.  Neither  of  the 
quinolines,  WR  44450  AD  and  WR  102796  AD,  show  high  levels  of 
activity,  and  although  mefloquine  was  active  in  this  system,  the 
GDqQ  level  was  not  reached  in  this  test.  Further  investigations 
of  mefloquine  and  other  amino-alcohols  are  planned. 
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TABLE  7  Gametocy  cooidal  activity  of  mefloquine  and  two 
quinolines . 


WR 

BN 

LON 

GD50 

ODgo 

v  r  ^ 

*  ‘  yC 

44450  AD 

AY  29540 

1740 

215 

2000* 

G  .  0  2 

1C2796  AD 

BC  78878 

1741 

34.0 

>300 

<  C  .  * 

1424901 

BH  10371 

1100 

11.0 

>60 

i 

1  Mefloquine  ;  *  graphically  interpolated 


3 . 4  Sporontocidal  activity 

Summarised  results  are  included  in  Tables  3  thrcugn  1  u  ar.d 
detailed  test  results  are  presented  in  Tables  62  through  'll.  As 
with  the  gametocy tocidal  test,  it  should  be  possible  to  quantify 
the  sporontocidal  effect  and  express  it  as  a  sporontocidal  dose 
(SD^q  and  S  D  g  q  )  when  an  extended  test  is  done.  In  the  current 
report,  however,  we  are  presenting  preliminary  test  data  and 
activity  in  this  single  dose  test  can  only  be  expressed 
qualitatively.  Since  no  positive  drug  control  has  beer,  included 
in  this  preliminary  test  series,  and  no  extended  dose  range  tests 
have  yet  been  performed,  the  classification  of  activity  is 
necessarily  arbitrary.  Further  studies  may  indicate  that  other 
contributory  factors,  such  as  generalised  cytotoxicity,  are 
playing  a  significant  part  in  oocyst  suppression  and  the  criteria 
currently  employed  in  determining  activity  levels  may  require 
revision.  Full  tests,  using  an  extended  dose  range  and  including 
pyrimethamine  and/or  cycloguanil  as  positive  drug  controls,  will 
be  performed  on  those  compounds  which  have  shown  activity  in  the 
preliminary  test. 
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3.4.1  S-aminoqainolines 


TABLE  8  Sporontocidal  activity  of  8-aminoquinolines . 


WR 

BN 

LON 

ACTIVITY 

%  SUPPRESSION 

1709 

INACTIVE 

15.1 

5990 

AG  99266 

1715 

ACTIVE 

43 . 4 

181023 

BE  50003 

1719 

SLIGHTLY  ACTIVE 

39.1 

182234 

BE  17580 

1720 

INACTIVE 

9.8 

211814 

ZP  12775 

1721 

SLIGHTLY  ACTIVE 

27.7 

215295 

ACTIVE 

4  1.5 

228000 

ZN  81499 

1723 

INACTIVE 

1^.5 

228583 

ZN  78910 

1724 

ACTIVE 

51.7 

233627 

BH  13989 

1725 

ACTIVE 

58.5 

235485 

BH  35770 

. 1726 

ACTIVE 

mni 

238605 

BH  69990 

1727 

INACTIVE 

21.3 

243789 

BJ  08189 

1728 

ACTIVE 

5T79 

246315 

BJ  45691 

1729 

ACTIVE 

55.1 

247705 

BJ  51779 

ACTIVE 

67.1 

H  ' ' 

BJ  59202 

1731 

INACTIVE 

1  .7 

237375 

BH  58120 

1732 

INACTIVE 

9.7 

BG  66798 

1733 

INACTIVE 

23  •  1 

■Mig 

■HI 

INACTIVE 

0 

1736 

ACTIVE 

5778 

1751 

SLIGHTLY  ACTIVE 

27.9 

249725 

BK  69990 

1931 

ACTIVE 

57.4 

mm 

1932 

ACTIVE 

3978 

i  u 


A  total  of  twenty-two  8-aminoquinolines  have  been  examined 
in  the  preliminary  screening  test.  Eight  of  these  show  no 
significant  activity  at  the  standard  concentration  (0.05J)  used 
in  this  test.  Three  compounds  ( W  R  181023,  W  R  211814  and  WR 
194343)  show  slight  activity  and  the  remaining  ten  compounds  are 
active.  None  of  the  8-aminoquinolines  tested  have  been  fully 
active  at  the  dose  used.  The  highest  levels  of  activity  were 
found  with  WR  249725  and  WR  247705  which  produced  approximately 
60  and  70  per  cent  suppression  of  oocysts  respectively. 


3. 4. 2  Putative  primaquine  metabolites 

TABLE  9  Sporontocidal  activity  of  some  putative  primaquine 


metabolites . 


WR 

BN 

LON 

ACTIVITY 

l  SUPPRESSION 

199508  AD 

BK  56500 

1877 

SLIGHTLY  ACTIVE 

29  .  1 

199508 

ZP  43350 

_ 

1940 

SLIGHTLY  ACTIVE 

_ 

3C  .  7 

Two  samples  of  putative  metabolites  of  primaquine  have  beer, 
submitted  for  sporontocidal  activity  testing.  3  c  t  n  c  f  tr.ese 
samples  (WR  199508  AD  and  1  9  9  5  C  3 )  proved  to  be  6-hydroxy 
primaquine  and  gave  almost  identical  results  i  r.  the  test, 
demonstrating  slight  activity. 

3-4.3  Quinine  analogues 

All  four  of  the  quinine  analogues  submitted  demonstrated  a 
marked  toxicity  to  mosquitoes,  with  Ph  4007  killing  all  of  the 
mosquitoes  exposed  to  the  G.C5  per  cent  concentration  used  in  our 
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preliminary  test.  The  remaining  three  compounds  also  exhibited 
toxicity  in  varying  degrees  at  this  dose  and,  consequently,  even 
the  low  level  of  activity  shown  by  Ph  4900  must  be  regarded  as 
probably  resulting  from  a  generalised  cytotoxicity. 

TABLE  10  Sporontocidal  activity  of  some  quinine  analogues. 


WR 

BN 

LON 

ACTIVITY 

i  SUPPRESSION 

Ph  4007 

BK  64306 

1834 

- - - - - J 

LETHAL  TO  MOSQUITOES 

Ph  4017 

5K  643  15 

- 

1385 

■m 

1 

Ph  4900 

BK  64324 

m 

ACTIVE 

j 

Ph  U 90  1 

5K  333 

_ 

1837 

_ 

mmm 

i'"1 

i 

3-4.4  Floxacrine  analogues 

TA3LE  1 1  Sporontocidal  activity  of  seme  floxacrine  analogues. 


WR 

5N 

245082 

SK  027"  1 

mmmm 

246976 

BK  0273C 

- 

is  53 

SLIGHTLY  ACTIVE 

249684  AB 

BK  51550 

1870 

_ 

| 

Od  .  u 

250548  AA 

SLIGHTLY  ACTIVE 

— 

39-3 

250547 

BK  51630 

1872 

ACTIVE 

58.6 

Four  of  the  five  floxacrine  analogues  tested  showed  some 
degree  of  sporontocidal  activity.  The  most  active,  WR  249684  AB, 
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showed  almost  70  per  cent  suppression  of  oocysts,  W R  250547  was 
nearly  as  active,  producing  approximately  60  per  cent 
suppression,  whilst  WR  246976  and  WR  250548  AA  suppressed  oocyst 
development  by  almost  40  per  cent.  The  fifth  analogue,  WR  245082 
was  totally  inactive  at  the  test  concentration,  probably  as 
a  consequence  of  the  extreme  insolubility  of  this  compound. 

3.4.5  Mannich  bases 


TABLE  12  Sporontocidal  activity  of  two  Mannich  bases. 


WR 

BN 

LON 

ACTIVITY 

%  SUPPRESSION 

194965  AG 

3G  56327 

1707 

ACTIVE 

39.8 

228258  AH 

EB 

9.2 

No  significant  activity  was  demonstrable  with  WR  223256  AH 
but  WR  194965  produced  almost  40  per  cent  suppression. 


3.4.6  Quino  1  ir.es 

TABLE  13  Sporontocidal  activity  of  two  quinolines. 


WR 

BN 

LCN 

B 

H 

%  SUPPRESSION  ' 

44450  AD 

AY  29540 

1740 

SLIGHTLY  ACTIVE 

. 

2*.  3 

i 

102796  AD 

BC  78878 

1741 

SLIGHTLY  ACTIVE 

3^  .  Q 

_ _ 1 

Both  of  the  quinolines  tested,  WR  44450  AD  and  WR  102796  AD 
were  slightly  active  in  the  preliminary  test. 

3.4.7  Miscellaneous  compounds 

a)  WR  9792  (guany lhy  drazone)  demonstrated  no  significant 


activity  against  oocysts  of  P .y . niger iensis . 


b)  WR  158124  had  a  reasonable  level  of  activity  and  caused 
approximately  40  per  cent  suppression  of  oocyst  development. 

c)  WR  20365?  (clindamycin)  is  totally  inactive  in  this  test 
system  at  the  dose  tested. 

TABLE  14  Sporontocidal  activity  of  three  miscellaneous  compounds. 


WR 

BN 

LON 

ACTIVITY 

%  SUPPRESSION 

9792 

AJ  63248 

1716 

INACTIVE 

14.2 

158124 

PD  22997 

1713 

ACTIVE 

4C  .6 

203659 

ZN  39913 

1909 

INACTIVE 

— 

3 . 5  Combination  studies 

The  bulk  of  the  studies  on  drug  interactions  in  this 
department  are  carried  out  under  the  terms  of  a  WHC  contract. 
Since,  however,  some  of  the  compounds  employed  were  supplied 
originally  to  us  by  WRAIR,  the  relevant  results  are  summarised 
here  for  information. 

Detailed  data  sheets  are  appended  as  Tables10  2  tnrcugn  1  )  4  a  r.  d 
isobolograras  are  shown  in  Figures  1  to  14. 

3.5.1  Mefloquine/s piramy  cin 

This  combination  appears  to  produce  a  low  degree  of 


sy  nergism . 


3.5.2  Me floquine/tetracy cline 

This  combination  was  at  best  additive  when  test 
fixed  ratios. 

3.5.3  Me floquine/minocy cline 

An  additive  effect  resulted  from  this  combination. 

3.5.4  Mefloquine/clindamy  cin 

When  tested  using  fixed  ratios,  this  combination 
to  be  more  than  additive. 

3.5.5  Halofantrine/spiramycir. 

There  is  some  suggestion  of  enhancement  of  the  ao 
haiofantrine  wr.en  using  a  combination  of  these  compounds 

3.5.6  Halofantrine/chloroquine 

The  results  obtained  with  this  combination  are  i r. d i 
a  substantial  degree  of  antagonism.  This  situation,  w : 
together  with  the  rapidity  with  which  h  alcfar.  trine  res  is 
be  induced  experimentally  in  a  ch  icrtsq  uir. e-res  is  t  ar. : 

P  .y  o  e  1  i  i  and  the  blood  schizontocidal  test  d  a  t  : 
haiofantrine  resistant  line  (reported  in  3.6',  is 
suggestive  of  a  shared  receptor  site  for  the  two  comp-cun 

3.5.7  Haiofantrine/primaquine 

Marked  antagonism  also  occurs  between  h  a  1  e  f  a  r.  t 
primaquine.  This  is  reflected  in  a  reduced  ser.  sit 
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primaquine  in  halofantrine  resistant  lines  (see  3.6). 


3.5-8  Halofantrine/ pyrimethamine 

The  use  of  this  combination  results  in  a  reasonable  degree 
of  synergism. 

3.5.9  Halofantrine/sulfadiazine 

This  combination  produces  no  more  than  an  additive  effect. 

3-5.10  Halofantrin e/clindamycin 

There  is  no  evidence  of  anything  more  than  an  additive 
effect  with  this  combination. 

3.5.11  Halofantrine/spiramv  tin 

The  combination  of  tnese  two  compounds  apparently  produces  a 

jpgr>oo  Q  f  DCt0P.t  '  3t  ;  OH 

3.5.12  Ha  1  o f an t r i ne / 1 e t r acy  olir.e 

At  best  an  additive  effect  results  from  this  c  omt  ir.at  i  :r.  and 
a  further  experiment  is  required  tc  eliminate  "ne  possibility  of 
antagonism. 

3.5.'?  Ha  I  o  far,  trine/mi  nccyclir." 

This  combination  produces  a  clear  synergistic  response. 

3 • 5 . 1 d  Floxacr ine/cy cioguani  1 

Alt  r.ougn  this  combination  has  beer,  claimed  to  be  possibly 
synergistic  in  a  p  a  t  0  r.  t  claim  (  H  E  1 H  T  T  A  1  1  d  9  )  ,  t  n  e  evidence 


obtained  in  our  test  indicates  that  it  is  additive  .  Further 


studies  are  to  be  undertaken  to  resolve  this  contradiction. 

3-5.15  Floxacrine/quinine 

This  combination  also  appears  to  have  at  best  an  additive 
effect  and  is  possibly  even  slightly  anagonistic,  in  spite  of  a 
patent  claim  (vide  supra)  for  synergism. 

3-5.16  Floxacrine/tetracy  cline 

Results  of  our  interaction  study  indicate  an  additive 
effect, 

3.5.17  Floxacrine/erythromycin 

There  is  at  least  an  additive  effect  obtained  with  this 
combination  and,  possibly,  slight  synergism  occurs. 

3.5.13  Floxacrine/chloroquir.e 

The  combination  of  these  two  compounds  produces  a  slightly 
antagonistic  effect. 

5.5.19  Floxacrine/primaquine 

This  combination  produced  an  additive  effect  i  r,  c  1  r  test 
sy stem. 

3 . t  Development  of  drug  resistance 

During  the  period  covered  by  this  report, 
made  on  the  acquisition  of  resistance  ry 


malaria  to  two  compounds,  halofantrine  and  quinine,  using  our 
relapse  technique. 

In  the  case  of  halofantrine,  resistant  lines  were  developed 
from  a  drug  sensitive  strain  of  P.berghei  (N  strain)  and  also 
from  the  moderately  chloroquine-resistant  NS  strain  of  P.y oelii. 
This  latter  strain  is,  however,  insufficiently  sensitive  to 
quinine  to  allow  the  serial  passage  of  the  strain  under  drug 
pressure  for  the  purpose  of  developing  resistance  since  there  is 
not  a  long  enough  delay  produced  by  even  the  maximum  tolerated 
dose  to  permit  evaluation  of  change.  Therefore,  we  developed 
quinine  resistance  only  in  the  drug  sensitive  N  strain. 

3.6.1  Halofantrine  resistance 

Two  lines  of  halofantrine  resistant  rodent  malaria  have  been 
developed.  The  line  derived  from  P.berghei  N  strain  (N/HAL) 
showed  a  rapid  acquisition  of  resistance  to  the  maximum  dose 
permitting  recrudescence  (8  mg /kg)  with  complete  resistance  being 
apparently  reached  by  the  eighth  passage.  This  resistance  was 
unstable  as  it  was  promptly  lost  as  a  result  of  freezing  at  this 
st3ge  and  it  required  a  further  six  passages  after  retrieval  from 
liquid  nitrogen  to  restore  this  level  of  resistance.  Tr. e  strain 
was  then  passaged  under  drug  pressure  for  eighteen  more  passages, 
during  which  time  the  resistance  remained  consistent,  prior  tc 
the  removal  of  drug  pressure.  When  passaged  without  drug  the 
delay  to  2  l  parasitaemia  rapidly  reverted  to  tr.at  of  tne 
original  sensitive  parent  line  (Figure  15). 

The  resistance  level  of  the  N/HAL  strain  was  checked  ir.  the 
four  day  test  at  passage  31  and,  at  that  stage  ,  possessed  a 
resistance  factor  of  2.8  (EDg0  *3.6  mg/kg  X  U  sc)  compared  with 
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the  parent  strain  which  had  an  ED^q  of  1.3  rag/kg. 

The  MS  derived  strain,  NS/HAL,  showed  an  even  greater 
propensity  for  developing  resistance  to  nalofantrine  with  almost 
complete  resistance  to  a  dose  of  30  mg/kg  being  apparent  after  a 
single  passage  unaer  drug  pressure.  This  resistance  was  not  lost 
in  cryopreservatior.  but  withdrawal  of  drug  pressure  after  2” 
passages  caused  rapid  reversion  to  the  original  level  of 
sensitivity  as  measured  by  the  2  IS  delay  time  (Figure  It'. 
Resistance  was  checked  by  the  four  day  test  technique  at  passage 
35  and  at  that  point  the  MS/ HAL  had  a  resistance  factor  of  ’3.3 
( ED  3Q  s  560  mg/kg,  interpolated  graphically'.  The  parent  MS 
strain  had  an  EDqq  of  42  mg/kg. 

3oth  the  M/HAL  and  the  MS  / HAL  were  also  tested  for 
sensitivity  to  chloroquine,  primaquine,  mefloquine  and  quinine  in 
the  four  day  test.  There  was  a  reduced  sensitivity  to  eacn  of 
tr.ese  compounds  in  both  strains. 

These  data  are  summarised  in  Table  "33,  together  with,  tr.ese 
of  the  quinine -resistant  line,  and  detailed  reports  are  included 
ir.  Tables  1 36  through  210. 

3.0.2  luinine  resistance 

'wing  to  the  innate  insensitivity  of  the  MS  strath  t  : 
quinine,  it  was  only  possible  tc  utilise  the  drug  sensitive  N 
strain  for  the  development  of  a  quinine-resistant  line  •;  N/ ,  ?2  3 • 
A  preliminary  experiment  snowed  that  t.ne  S  strain  would 
recrudesce  following  a  single  dose  of  t 00  mg/kg  of  quinine  given 
orally.  Resistance  to  quinine  developed  relatively  slowly, 
requiring  more  than  thirty  passages  under  drug  pressure  before  a 
reasonably  consistent,  high  level  of  resistance  was  attained.  The 


development  of  quinine  resistance  is  depicted  graphically  in 
Figure  17. 

The  level  of  resistance  in  the  N/1923  strain  was  assessed  tv 
the  four  day  test  for  blood  schizontocidal  activity  at  passage 
56.  The  parent  strain  was  included  as  a  direct  comparison  ar.c  it 
was  found  that  the  EDg0  of‘  quinine  in  the  parent  strain  was  t; 
mg/kg  X  4  po,  whilst  in  the  N/1923  strain  a  dose  of  6  C  C  m  g  /'  k  £  X  u 
orally  produced  virtually  no  effect. 

After  withdrawal  of  drug  pressure  (Figure  '  6  ;  ,  tr.e 
resistance  level  remained  constant  for  eighteen  passages  before 
the  strain  began  to  revert  to  sensitivity.  Ever,  after  fiftvtw: 
passages  without  drug  pressure,  this  strain  has  still  r. :  t 
stabilised  as  a  completely  sensitive  line  comparable  w  i  t  r.  the 
parent  strain. 


3 . ~  Mode  of  action  studies 

A  corollary  to  the  idea  that  haemin,  released  during  tr.e 
digestion  of  haemoglobin,  is  a  site  for  binding  of  antimalariai 
sch  icon  toe  ides  is  the  proposition  tnat  resistance  to  these  drugs 
may  involve  oranges  in  quantity  or  structure  of  the  protein  ,s ; 
involved  in  t  n  e  ccmplexation  of  r.aenir.  as  malaria  pigment 
War hur s t ,  ’  96  1  ] .  We  have  investigated  the  composition  of  malaria 
pigment  in  two  strains  of  ?. falciparum  ,  NFS-  c  h 1 r  r  o  q  u i n  e 
sensitive)  and  Kl  (chloroquine-resistant),  with  the  following 
results. 

The  major  polypeptide  detected  or.  SDSPAGE  was  present  ir.  all 
preparations  of  both  strains  and  had  a  molecular  weight  ;  M„ ,  of 
14.3  _+  0.8  K  in  NF54  and  1 4 . 6  +0.55  K  in  K  1  .  It  comprised  ^  3rd 
78  per  cent  of  the  total  Coomassie  blue  staining  protein  a  no  u ; 
and  55  per  cent  of  the  total  labelled  ( ^H-pheny  lalanir.e )  protein. 
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The  metabolic  labelling  of  this  component  in  vitro  indicates  that 
it  is  parasite  derived. 

Another  polypeptide  was  found  in  eighty  per  cent  of  NF54  and 
all  K1  pigment  preparations.  The  values  were  30  K  and  29.7  +_ 

O. 56  K  respectively.  This  polypeptide  comprised  13.4  per  cent 
(  N  F  5  4  )  and  3-9  per  cent  ( K  1 )  of  total  protein  and  12.9  per  cent 
and  11.6  per  cent  of  total  labelled  protein.  In  addition,  a  third 
polypeptide  was  found  in  eighty  per  cent  of  preparations  of  both 
strains.  This  had  a  M  r  of  66.6  +_  0.48  K  in  NF54  and  66.5  +,  0.05  K 
in  K 1  derived  material.  When  labelled  (K1  only)  it  had  2.5  per 
cent  of  the  total  radioactivity. 

Depending  on  the  preparation's  purity  and  the  stages 
labelled,  other  minor  bands  were  seen  with  molecular  weights  of 
73  -  76  K  and  20  -  22  K.  These  were  not  consistently  present  and 
are  considered  to  represent  contamination  of  the  o  '  g  m  e  n  t 
preparation  with  membranes,  etc. 

Purified  pigment  from  NF54  and  K 1  strains  was  subjected  to 
protein  (Lowry)  and  haemin  (pyridine  haemochrome)  estimations  to 
determine  the  relative  proportions  of  haemin  and  protein. 
Combined  data  from  eight  estimations  indicated  that  the  relative 
proportions  in  N  F  5  4  were  52.32  per  cent  protein  plus  10. C  3  per 
cent  haemin.  Similar  estimations  on  a  series  of  six  K1  pigment 
oreparations  gave  a  result  of  45.11  per  cent  protein  plus  2.32 
per  cent  haemin. 

A  14  K  polypeptide  was  reported  as  being  precipitated  from 

P.  falciparum  schizont  preparations  by  a  (?  monoclonal)  antibody 
(TDR/IMMAL/SWG(6)84.3).  This  may  be  the  same  polypeptide  that  we 
are  finding,  which  would  seem  to  be  the  major  haemin-binding 
protein  of  P , falciparum. 
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Yamada  and  Sherman  ’373)  reported  a  1t>  rC  pigment  associated 
polypeptide  ir.  ? .  i  o  p  h  u  r  a  e  ,  which  they  suggested  was  a  degraded 
monomer  of  g  1  c  b  i  r. .  T  r.  i  s  was  probably  also  a  parasite  derived 
haemin-bindir.g  protein  . 

Our  observations  would  indicate  that  haeaiin  is  release:  ir. 
the  digestive  vacuoles  ana  is  available  in  trace  amounts  tc  tir.d 
to  blood  schizcn toe ides  such  as  chloroquine  and  quinine. 

Studies  on  the  amir.cacid  composition  of  the  Id  X  poly  peptide 
indicate  marked  differences  between  the  chloroauine-sensitive 
NF5a  and  the  chloroquine- resistant  K1  strains  of  ?■ f  ale i pa  rum. 
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SOTIAR:  OF  ANTIMALARIAL  "ESTS 
SPORONTOCIDAL  ACTIVITY 

COMPOUND  :  LON  1731  UR  248412  BJ  59202 
FORMULATION  :  DISSOLVED  /  SUSPENDED  IN  5  %  AQUEOUS  SUCROSE  SOLUTION 
ROUTE  :  ORAL  ADMINISTRATION  TO  MOSQUITOES  IN  SUCROSE  FEED  FOR  7  DAYS 
PARASITE  :  Plasncfllun  voell  1  mocrlansis 

VERTEBRATE  HOST  :  3  TEW  MICE  INVERTEBRATE  HOST  :  Arepn 
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SUMMARY  OF  ANTIMALAftlAL  *ESTS  *  'Ac^  S  13 

SPORGNTOCIDAL  ACTiVlTV 
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Sli-FURY  OF  ANTIMALARIAL  TESTS  '  '•■i.j.  8  5 

SPORONT OC 1  IjAL  ACTIVITY 


compound  :  joh  1931  WR  249725  BK  69990 
FORMICATION  :  DISSOL’/ED  /  SUSPENDED  IN  5  l  AOJEOUS  SUCROSE  SOUJTICN 
ROUTE  :  ORAL  ADMINISTRATION  TO  MOSQUITOES  IN  SUCROSE  FEED  FOR  7  DAYS 
RARASITE  :  Plosnoaiun  /oelll  moerlgisis 
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SACRONTOCIDAL  ACTIVITY 


:  JN  1932  WR  251855  AA  BK  71178 
RWULATION  :  DISSOLVED  /  SUSPENDED  IN  5  %  AQUEOUS  SUCROSE  SOLUTION 
ROUTE  :  ORAL  ADMINISTRATION  TO  MCSGUITCES  IN  SUCROSE  FEE  =0P  7  DAYS 
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.E.R'BPATE  HOST  :  6  TFW  MICE  INVERTEBRATE  HOST  :  Anocreies  stecrens: 
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SUCNARY  OF  ANT  I  MALAR  I AL  TESTS 
SPORONTCCIDAL  ACTIVITY 


COMPOUND  :  LON  1884  Ph  4007  BK  64306 

FORMULATION  :  DISSOLVED  /  SUSPENDED  IN  3  l  AOJEOUS  SUCROSE  SOQjTiON 
ROUTE  :  ORAL  ADMINISTRATION  TO  MOSa'ITOES  IN  SUCROSE  FEED  FOR  7  DAYS 
PARASITE  :  PlasnxHim  /pel  11  nioerlensis 

VERTEBRATE  HOST  :  S  TFW  MICE  I  VERTEBRATE  HOST  :  Arocfteles  steeOensi 
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EXPERIMENT  NUMBER  :  2816  DATE:  20.6.84 
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SPORCWTOC1DAL  ACTIVITY 
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SJ-MAPY  f  AMTlMAlARIAi.  TESTS  "  0  0 

SPCRONTOCDAL  ACTIVITY 

CCfPXND  :  -Jfi  1718  WR  158124  BD  22997 
-grtulaticn  dissolved  suspended  in  5  1  aoueois  sucrose  solution 

ftlt  :  ORAL  ADMINISTRATION  TO  MGSOUITOES  IN  SUCROSE  -EED  FOR  7  DAYS 
DARAS!~E  :  PlasTTpalun  voeli;  -i;qer'.ens'.s 
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5<PE?IYE.VT  NUMBER  :  2760  DATE  :  30.5.84 

PRELIMINARY  TEST 


OOCYST  COUNTS  0-7 

-  ;jfr=a 

4 

pi 

UK 

■a 

pi 

EM 

is 

BB 

ms 

E9 

9 

fEB 

:c: 

9 

B9 

■ 

91 

99 

9 

0.05 

■ 

■ 

m 

20 

IKK 

K1 

ns 

21.3 

59.4  +  4 

L_ 

BtlkBOcAaiVSyYAaM  /  ffisXSBV  ACTIVE  /  SWCJ2NE  AT  0.05  I 

-SXTENEED  CTST 


CONCENTRATIONS) 

sDOCLST  COUNTS  D  +  7 

IfM 

T  COWRCU 

l 

_ 

-r.x:x\  : -7.es;. ?c"r  ;  Professor  «.  =e:-rs 
jeocr jf  vtea;ccl  Prctcrxlosv 

_rr>r  V/tv.  "/  -w.er€  ^  ^ 


i  a  0 


SUMMARY  OF  ANTIWLAHIAl  'ESTS 
SPCRONTOCIDAU  ACTIVITY 
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COMPOUND  :  LOU  1909  WR  203659  ZN  39913 

FCRMJLATICN  :  DISSOLVED  /  SUSPENDED  ,N  5  I  AQUEOUS  SUCROSE  SOLUTION 
ROUTE  :  ORAL  ADMINISTRATION  TC  M0S0UIT3ES  IN  SUCROSE  FEES  FOR  7  SAYS 
PARASITE  :  PlcsTxiiLiTi  voelli  maeriensis 

VERTEBRATE  HOST  ;  i  TFW  MICE  IWERTE3RA7E  ROST  :  Anocneies  5teune~s: 
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SUMMARY  OF  ANTIMALARIAL  DRUG  TESTS  TASTE  1  0  2 

(BLOOD  SCHI ZCNTOC IDES) 
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14  10-0  +  SPvOO 

s 

- 

2  1  ±  O  ic 
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lo 

14-  <3 
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Resistance  factor  Igo 

Principal  Investigator:  Professor  W. Peters 

Department  of  Medical  Protozoology 

London  School  of  Hygiene  &  Tropical  Medicine 


123 


SUMMARY  OF  ANTIMALARIAL  DRUG  TESTS  T^lE  1  0 

( BLOOO  SCHI ZONTOC IDES) 

COMPOUND  NAME  CtV)  + 

OR  NUMBER  .  Sp;«*t¥Ayp»\  C,SP> .  PARASITE  (SUB)SPECIES  .  .  P.be«Jrve.«. 

FORMULATION  /.H^O. .  ROUTE  OF  ADMINISTRATION  :  SC/'IP/PO/IV 

MAXIMUM  TOLERATED  DOSE  (MTD)  .  MG/KG  X  ... 


Strain 

Dai ly  dose 
mg/kg  DO-D+3 

NO.  Of 
mice 

NO.  Of 
experiments 

Mean  control  j  Treated  FRA,,., 

parasite  rate  %  |  Control  PRC'''' 

MOS  f  SP30  0 

5 

! 

1  40  t  Ol 

- 1 - 

j  A  0  t  '9 

N 

M2-0  +  SP  3oo 

5 

t 

i 

1  11  i  0-9 

M  3-0  SP3oo 

5 

|  2  0  ±  10 

0 

to 

'4  9 
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i 

1 

ED50(range)  <  os 

EDgo(range)  <0-S 

Resistance  factor  IgQ 

M  0-5  -*•  SPfeO 

5 

O  bt  0  3, 

~ 

'3  t  0-1 

N 

M  2-0  -*■  SPbO 

S 

1 

'  O  ±  0  "2. 

M  J  o  +  SP  bo 

s 

- 

'•3  -t  0  9 

1 

10 

14-9 
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ED50 ( range )  <  0,s 

EDgo(  range)  <  0.s 

Resistance  factor  Igg 

Principal  Investigator:  Professor  W. Peters 
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SUWARY  OF  ANTIMALARIAL  DRUG  TESTS  "TABLE  112 

(8L00D  SCHI ZONTOCIDES) 

COMPOUND  NAME 

OR  NUMBER  . .  prJTftyviE. .  PARASITE  (SUB)SPECIES  .  . P . ^ i . . . 

FORMULATION  9S>  /.Hp..  ROUTE  OF  ADMINISTRATION  :  SC/^P/fe/fV 

MAXIMUM  TOLERATED  DOSE  (MTD)  >.V.9. .  MG/KG  X 


Strain 

IffiS! 

No.  Of 
mice 

No.  of 
experiments 

Mean  control 
parasite  rate  t 

0  •  i 

5 

_ 

9'  1  *  2-9 

0  3 

5 

£  b  3 

N 

0  5 

S 

i 

bio  .0  1  9.4- 

1  O 

5 

2u.ll  Tb 

0 

IO 

23fc> 

ED50( range)  C.S|'0.,  . 

EDgo(range)  v  ;  _  Q  -s  ^ 

Resistance  factor  IgQ 

ED50( range) 

EDgo(  range) 

Resistance  factor  IgQ 

1 
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SUMMARY  OF  ANTIMALARI AL  DRUG  TESTS 
(BLOOD  SCHIZONTOCIDES) 


TABLE  1  1  ■* 


COMPOUND  NAME 

OR  NUMBER  .  .  PARASITE  (SUB) SPECIES  .B.Uy'.jK', 

FORMULATION  . .  1 H  ,0. .  ROUTE  OF  ADMINISTRATION  :  SCAHVWW 

MAXIMUM  TOLERATED  DOSE  (MTD)  MG/KG  X  ft. 


Strain 

Dai  ly  dose 
mg/kg  DO-D+3 

No.  Of 
mice 

No.  of 
experiments 

Mean  control 
parasite  rate  I 

Treated 

Control  PRrIOJ 

SO 

5 

_ - 

S5  5  £  >■% 

S 

— 

bi  -2  t  8  4 

N 

ISO 

1 

45  5  r  n  4 

Zo  •  o 

s 

- 

iu  4  :  S  4 

1  o 

OS  b 

ED50(range)  ia  s(<>.w  v. 

EDgo( range)  ,  .  .  •  ,y_._ 

Resistance  factor  IgQ 

/ 

ED50(range) 

EDgo(  range) 

Resistance  factor  Igg 
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SUMMARY  OF  ANTIMALARIAL  DRUG  TESTS 
(BLOOD  SCHIZONTOCIQES) 


TABLE  1  1  ) 


COMPOUND  NAME  -+- 

OR  NUMBER  .  F'I'Oyc.'N .  PARASITE  (SUB)SPECIES  .  0.  f.'i : 

FORMULATION  .  . .  ROUTE  OF  ADMINISTRATION  :  SC/HYfiftHV 

MAXIMUM  TOLERATED  DOSE  (MTD)  .  MG/KG  X  ... 


Strain 

Uai  ly  dose 
mg/kg  DO-D+3 

No.  Of 
mice 

No.  of 
experiments 

Mean  control 
parasite  rate  t 

Treated  PftIL. 
Control  PRi" 

0- 1  -r  5  0 

5 

—  | 

LU  t  S  T 

05  -*•  5  0 

5 

- 

4-1.5  i  2  S 

N 

O'S  +  50 

5 

l 

~ _ I 

4oti  3  0 

l  •  O  •+  S  O 

S 

12,  O  r  2  9 

0 

IO 

25  <e> 

ED50(range)o.„(o,lt  .  0 
EDgo( range)  (  o  ^ 
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0  b4 


O'l  -r  10.0 

5 

_ 

422 r 5t 

0.5  +  10-0 

s 

_ 

414  t  5'fc 

mum 

0-5  +  lO'O 

5 

I 

422  *  3  ib 

— 

S 

- 

1  ■<*  -  O' 2 

0 

IO 

Bo 

E050( range) 0.^(0,^ 
ED9o(ran9e)  o  LiCo.s  -  o  <jx\ 

Resistance  factor  IgQ 


C  •  '  O 
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SUMMARY  OF  ANTIMALARI AL  DRUG  TESTS 
(BLOOD  SCHIZONTOCIDES) 


TABLE  Ha 


tr 


COMPOUND  NAME  -+- 

OR  NUMBER  .  'OK'.'Y .  PARASITE  (SUB)SPECIES  .B-.UO.Ljhf. 

FORMULATION  .  ROUTE  OF  ADMINISTRATION  :  SC/4RAWW 

MAXIMUM  TOLERATED  DOSE  (MTD)  .  MG/KG  X  ... 


Strain 

K ■ 

NO.  Of 
mice 

“No.  of 
experiments 

HB 

K 

o.l  -+•  ISO 

5 
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84.1  i  2-4- 

0-3  -*•  IS  O 

S 

— 
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N 

OS  +  15-0 

s 

1 

- 
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- 
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IO 
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Resistance  factor  Igg 

s 

— 

T3.T  t  %  % 

C-3>  To  o 

■5 

— 

33  ■  1  ■£  4 .  u. 
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*5 

\ 

— 

3x4  S  "t  4  S 

1-0  -*  20-0 

5 

- 

2  •  i  ±  i  O 

0 

IO 

23  C=> 

ED5Q(range)  _6. ^ 

0  17.  /  O  v 

EDgo( range)  0.sa'0 

Resistance  factor  Igg 
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SUMMARY  OF  ANTIMALARI AL  ORUG  TESTS 
(BLOOD  SCH I ZONTOC IDES) 


TABLE  1  1  0 


COMPOUND  NAME  SPiQRivwotO  -r 

OR  NUMBER  .  .  PARASITE  (SUB)SPECIES  . 

FORMULATION  .  .4^0  .  ROUTE  OF  ADMINISTRATION  :  SC/-HYTWW 

MAXIMUM  TOLERATED  DOSE  (MTD)  .  MG/KG  X  ... 


Strain 

Dai ly  dose 
mg/kg  DO-D+3 

No.  of 
mice 

NO.  Of 
experiments 

Mean  control 
parasite  rate  % 

5-0  -1-  Ol 

5 

— 

0*3  ■(=.  1  9.1 

lO'O  +  Ol 

5 

— 

41  2  1  54 

N 

15  0  -+  O' 

5 

I 

- 

^41  T  2-2- 

20  0  -+  O  l 

5 

- 

13-1  7  3  1 

IO 

23. 

ED50( range) 

*,  ",  - 

EDg0( range)  >20 

Resistance  factor  IgQ 

5-0  -  0  3 

3> 

_ 

4i  .5  ±  2  -3 

iO'O  ^  03 

5 

- 

419  ±  5'0 

KM 

IS  O  0  3 

5 

1 

- 

1 14  7  93 

20  O  *  C'3 

- 

0 

IO 
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✓  ')  •  L  (,  '  0  • 
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Resistance  factor  IgQ 
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SUMMARY  OF  ANTIMALARIAL  DRUG  TESTS 
(BLOOD  SCH I ZONTOC IDES) 


'TABLE  1  1  T 


COMPOUND  NAME  SPiRrt 

OR  NUMBER  .  .  PARASITE  (SUB)  SPEC  I ES  .  .F?. to  %pS.>. 

FORMULATION  .T^P.  8.0 /.H^Q.  ROUTE  OF  ADMINISTRATION  :  SC/-IP/P6/IV 
MAXIMUM  TOLERATED  DOSE  (MTD)  .  MG/KG  X  ... 
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=> 
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lO 
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I  Principal  Investigator:  Professor  W. Peters 
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1  London  School  of  Hygiene  &  Tropical  Medicine 
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- 

?Mt  21 

W  0  3 

-  05  i  o 

5 

- 

^4  0  t  4-  0 

N  VltO 

-C(J30 

5  :  ' 

__ 

Zfe-5  1  fe-4 

M  io 

O 5  3  O 

i 

5  ; 

_ 

O 

to 

L _ 1 _ 

, 

: 

£D50(r3nge)  0.^(o,t  j 


EDgp(  range;  Q  fe(  p.-a,  _  ^ 
Resistance  factor  I g ^ 


Principal  Investigator:  Professor  W. Peters 

Department  of  Medical  Protozoology 

London  School  of  Hygiene  &  Tropical  Medicine 
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J 


I 


1  1  i 


SUMMARY  OF  ANTIMALARIAL  DRUG  TESTS  TAB,.*  1  2 

(BLOOD  SCHI ZONTOCIDES) 

COMPOUND  NAME  CWom^u'int  C  CCJN,  +- 

OR  NUM8ER  .  .CtO. .  PARASITE  (SUB)SPECIES  . 

FORMULATION  . .  .Tv.«A4i3P. /  HjQ  ROUTE  OF  ADMINISTRATION  :  SC/HVPQ/17 
MAXIMUM  TOLERATED  DOSE  (MTD)  .  MG/KG  X  ... 


Dai ly  dose  No.  of 

mg/ kg  DO-D+3  :  mice 


Mean  control  ,  Treated" 
parasite  rate  %  ■  Control 


Strai  n 


No.  Of 
experiments 


CQO-I  4-  H  O  \ 


IOO  t  2  5 


Gqo  3  +  F4  o-i 


98  fe  ±  2  8 


N 


CQ  1  O  +  H  0-1 


89  0  ±4-4 


C. (?  9,  0  -T  H  Q  l 


81 


±  21 


£ 


I  grange)  g.5(  n.Q^j 

[  £D9Q(range)  37  0(30.0  *  484 


Resistance  factor  IgQ 

1  I 

|C(?O  I  M  0-1 

r 

8  ±  1  9 

I 

030  1  +  HOI 

1 

l  8fc-fe  t  4-  8 

N 

CQ  *  0  +  HO  J 

i  15  1  t  1.1 

..  . 

COiO+  Mol 

!  TA  O  t  4-  0 

0 

. 

_ j _ ; _ 

• 

i  i 

1 

_ 1 _ 

! 

j  ! 

ED50( range) 

-  ■■  -  t 


EDggf  range )  >  | qq 


Resistance  factor  1^ 


Principal  Investigator:  Professor  W. Peters 

Department  of  Medical  Protozoology 

London  School  of  Hygiene  &  Tropical  Medicine 


V  a  ANT  I  MALAR  I A  u  JRU:^  *  t  j  ■?  A  a,.:,  j  •>  ** 

i BLOOD  SCHI ZONTOCIDES } 

COMPOUND  NAME  CKWcx|u*n«  Ccq')  -+■ 

OS  NUMBER  EhO .  PARASITE  ^SUB  SPECIES  .  .P.  .W.^.*.'. 

FORMULATION  JvA*0.$&  f  .b£> . .  ROUTE  OF  ADMINISTRATION  :  SC.  i.N.pOrrt 
MAXIMUM  TOLERATED  DOSE  (MTD)  .  MG/KG  X  ... 


f  ctr,ln  j  °ai ly  dose 

mg/kg  DO-D+3 

i  -  -  | 

1  NO.  Of 
!  mi  ce 

No.  Of 
experiments 

Mean  control  'reated  f.-- 

|  ^ ^  .  _  . 
parasite  rate  %  ^  -.ontro .  . 

iCQ  0-1  ->  M  l  O 

1 

i  . 

50-2.  ±  lt>  i 

! 

Icq  ov  +  h  it 

4A  S  ±  13  Co 

1 

N  ;  Cq  i  o  +  M  i  o 

1 

I4).j  t  1 1  3 

1  Cq  vo  +  hlo 

lt'5  t  fa -A- 

j  ^ 

• 

1  1  | 
i  _ 

•  i 

j  j 

j  E050(  range)  o  .2(<0.<  .  p.*,) 


j  EDgo(range)23.a(3.i_<0') 

Resistance  factor  Igg 

CQ  0-1  -*  M  3  0 

1 

!  0  05  ±  O  05 

OJ  o  j  H  3-0 

I  0-3  ±02 

N 

CQ  l  o  +  H  3  0 

O 

0 

1  1 

ED5Q(range)  <  0,( 

EDgo(  range)  ^  0  ,v 

Resistance  factor  Ig(g 

Principal  Investigator:  Professor  W. Peters 

Department  of  Medical  Protozoology 

London  School  of  Hygiene  &  Tropical  Medicine 


1  4  4 


V 


-  :  I  ' 


N 


$c  I  h  ^o. 


__oj___ 

Oi 
i  c 
.10 


p  c^vry  ^.1 


d aras'fe  ■"  ;  :e  S 


5 


S  -  i  4a 
!  _*  2  4 
&*>  a  t  £ 

24  4  t  4-  C 


2C  8 


l=:(l  '  -  1  Is) 

S  8(4  l  -  8  4) 


r.  J  .  .  -mee 

Resistance  facto r  ; ; 


Principal  Investigator:  Professor  *.iece 
Department  of  Medical  Protozoology 
London  School  of  Hygiene  i  Troptcal  Meoi 


1  4  o 


- rr 


summary  s  atimajirial  drug  :ls*s  -asle  i  -  ■> 

31. jCD  SCH : ZCNTCC IDES ) 

IMPOUND  NAME  Ha.\of<x«~v\v\.-\«  ($-0  + 

:p  number  . .(PS) .  parasite  ( sub j species  .  ..P. 

r  CRMULAT I  ON  .  .TtV??’?  %9.j.  H  zO.  .  ROUTE  OF  ADMINISTRATION  :  3C/4IVP0/ W 
MAXIMUM  TOLERATED  DOSE  : MTD )  . .  MG/KG  X  ... 


■  Strain 

;  Daily  dose 

;  No.  of 

|  No.  or 

i  Mean  control 

'  -eatsd  --  ••  :v  .  . 

;  mg/kg  DO-D+3 

mi  ce 

1  experiments 

j  parasite  rate  i 

l jntro i  r 

HOI  -»  Pq  c  i 

5 

— 

1 

98  i  i  2-fa 

H  0  +  Pc?  0  ( 

5 

:  | 

2  ±  0  9 

N 

1 

H  1  O  +  P<3  c  - 1 

5 

i 

to  2  ±  5  fa 

MVo-POoi 

5 

" 

O 

_ _ 

1  IO 

2C-8 

. 

■ 

1 

£C^q( range 

o 

<1 

0 

• 

M 

« 

ED90i range 

;  1  1  (o  3-  i  d) 

1 

;  Resistance 

factor  I90 

HOI  *  PQ  o  3 

S 

3(,  fa  t  2  3 

HCb  ♦  rO  O  S 

5 

■32.  v  1  i-5 

_ N 

Hi  0  t  P9CA 

5 

l  : 

fafc,  >>  t  ?  o 

H  S  0  t  PQC  i 

5 

l 

0-01  1  O  Cl 

P 

'O 

i  Sio-8 

-  .  _ 

_ _ 1 _ 

ED50<r3nge)o.7(o  a_(  ^ 

range)  1  -j/o-  3  -  i .  | ~) 

Resistance 

factor  Igq 

Principal  Investigator:  Professor  H. Peters 

Department  of  Medical  Protozoology 

London  School  of  Hygiene  &  Tropical  Medicine 
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SUMMARY  OF  ANT  [MALARIAL  DRUG  TESTS  TABLc  1  - 'J 

( BLOOD  SCH I ZONTOCIDES ) 


COMPOUND  NAME  VAa\ofo.*Sr.:,~e  C*')  + 

OR  NUMBER  .  .Pj-MMyvr'M.  ,C?«0 .  PARASITE  (SUB) SPECIES  . 

FORMULATION  . .  0.  ROUTE  OF  ADMINISTRATION  :  SC/ IP/POjM V 

MAXIMUM  TOLERATED  DOSE  (MTD)  .  MG/KG  X  ... 


Ctrain  !  Uai ly  dose 

itrain  |  mg/kg  DO-D+3 

No.  or 
mice 

_ 

NO.  Of 

experiments 

Mean  control 
paras i  te  rate  % 

Treatea  PR*,, ... 
Control  /' ' 

'  1 

H  0-1  -*•  PQ  1-0 

5 

100  ±  M 

:  1 

H  03  PQ  1-0 

5 

OS-5  ±  2  fo 

N  j  U  1-0  *  Pqi  o 

S 

\ 

1 

i  fofe-5  i  5  A 

H  i-O  *  P Q  \  o 

5 

j 

;  O'  1  t  c  \ 

!  t 

\o 

Zo  8 

i 

i 

^3-0(range)  q^(o  <o  -  (  v) 

ED^trange)  ^ 

Res i s tance  factor  Ig^ 

H  0  1  -v  PQ  5-0 

5 

lA.g  ±  i| 

:  ■ 

Ho  -J  +  PtJ  5  0  5  i 

3fe  5  ts  is 

N 

! 

m  o  *  PQ  5  0  s 

1 

_ 

lost  3o 

! 

W  5  o  •*  Pq  5  o !  S 

_ 

0-4-  t  C-A 

....  &  !  jo _ i 

00  8 

I 

.  | 

_ 

! 

ED^frange)  ,  0(o<.  .  , 

ED,0(  range)  ^ 

-  . 

Resistance  factor  Igg 

t.  - - - - - - - - 1 

Principal  Investigator:  Professor  W. Peters 

Department  of  Medical  Protozoology 

London  School  of  Hygiene  &  Tropical  Medicine 


summary  df  antimalar; al  drug  'EC's  :a3le  i  •»  i 

(BLOOD  SCHI ZONTOC IDES ; 

COMPOUND  NAME  (.^Q^  j’ 

OR  NUMBER  .  PARASITE  ( SUBSPECIES  .  .P-.k®rgV'.«.' . 

FORMULATION  .  $9.  [  .Bp  ROUTE  OF  ADMINISTRATION  :  SC/HV-POr** 

MAXIMUM  TOLERATED  DOSE  (MTD)  .  MG/KG  X  ... 


j  Strain 

i 

Dai ly  dose 
mg/kg  DO-D+3 

NoY  of 
mice 

No.  Of 
experiments 

Mean  control 
parasite  rate  % 

Ire  a  tec  PR 
Control  PR  . 1 

PQ  o-l  +  w  o-l 

S 

1 

9$  1  ±  2  6, 

5 

- 

9t-b  t  2-3 

N 

Pq>  io  ■»  Hoi 

S 

\ 

i 

'  IOO  t  11 

1 

in 

- 

'H  °>  -  2  l 

i - 

i 

| 

| 

'O 

2oS 

1 

ED50(range)  >  3.0 

ED90(range)  >  j  0 

Resistance  factor  Igo 

PQ  O  l  -V  HO-3 

5 

92  1  t  o-i 

POO  ?)  ♦  H  Oi 

5 

- 

22  \  t  3-S 

N 

PQ  >  O  *  H  O  S 

5 

, 

- 

<*85  i  2Q> 

5 

- 

9fo-3  t  1-8 

1 

\o 

2d  8 

ED50(  range)  ;>Vo 

EDgo(  ^nge) 

Resistance  factor  Igg 

Principal  Investigator:  Professor  W . Peters 

Department  of  Medical  Protozoology 

London  School  of  Hygiene  &  Tropical  Medicine 


l  4  8 


FABLE 


1  'i  S' 


SUMMARY  OF  ANTIMALARI AL  DRUG  TESTS 
(BLOOD  SCH I ZONTOC IDES } 

COMPOUND  NAME  ((Pe£>  + 

CP.  NUMBER  .CKi .  PARASITE  (SUB)  SPECIES 

FORMULATION  . XvMo.90./. H xQ.  . .  ROUTE  OF  ADMINISTRATION  :  SC/rftrP-Or;* 
MAXIMUM  TOLERATED  DOSE  (MTD)  .  MG/KG  X  ... 


Strai  n 

Uai ly  dose 
mg/kg  DO-D+3 

No.  of 
mi  ce 

No .  of 
experiments 

Mean  control 
parasi te  rate  % 

i  reatea  k  k  v, , . . 
Control  PP.  t' 1 " 

1 

PQ  O  '  +  H  1-0 

5 

_ 

^0  -2.  t  5  (o 

POO  'S  +  H  TO 

S 

U>-5  t  9-0 

N 

PO  1-0  t  vA  \o 

S 

1 

: 

bb  3  t  5-4 

| 

PQ  5  0  +  VA  1  O 

5 

i  lc  5  ±  9>  © 

lO 

i 

j 

1 

ED50( range )  >  }.0 

EDgo(range)  >  i  ,0 

Resistance  factor  Igg 

LU1HLIJ 

5 

O 

PQ  0-5  +  VA  5-0 

s 

~ 

o-oi  -t  O  OI 

N 

PQ  1-0  +  VA  5-0 

S 

\ 

' 

CM  ±  04 

PQ  Vo  -*•  VA  VO 

s 

0  4  ±  04 

0 

\o 

Oo-8 

ED50(range)  * 

EDgo(  range)  K0., 

Resistance  factor  Igg 

Principal  Investigator:  Professor  W. Peters 

Department  of  Medical  Protozoology 

London  School  of  Hygiene  A  Tropical  Medicine 


1  4  9 


SUMMARY  Of 
(Bljj; 


AN  I  I  MAI  A f } !  A,!,  fife  i  , 


1  :i 


COMPOUND  NAM;. 

OR  NUMBER  .  .  PARASITE  (SUB)  SPECIES  .  Yf\-* . ^  . .  . 

FORMULATION  .  JeVVVm  ?-.0. 1. H ,G  .  ROUTE  OF  ADMINISTRATION  :  SC/HVW/i  V 

4. 

MAXIMUM  TOLERATED  DOSE  (MTD)  .>  3;0  MG/KG  X  *S.  . 


Strain 

Dai ly  dose 
mg/kg  D0-D+-3 

No .  of 
mi  ce 

'  No.  of - 

experiments 

Mean  control 
parasi te  rate  % 

Treated"  r?,Tv ,  - 
Control  rR: 

o  •  • 

s 

_ 

3  J  3, 

o  • 

_ 

?<  ;  -j  2  c; 

N, 

1  ■  O 

S 

1 

'f  :  V; 

<  .  'JV 

- 

c. . 

i  o 

ED50( range )c ,-(c  ,4  .  ,  4") 


ED90(range;  , 
Resistance  factor  Igg 


ED50(range) 

EDg0(  range) 

Resistance  factor  Ig(g 


Principal  Investigator;  Professor  W. Peters 

Department  of  Medical  Protozoology 

London  School  of  Hygiene  &  Tropical  Medicine 


SUMMARY  IF  ANT  I  MALARIAL  DRUG  TLS1S 


I  ABU 


13  0 


J* 


I 

I 

i 


1 


l 


it.  SLHi/'jNiociOt.'..) 


COMPOUND  NAME 

OR  NUMB  E R  .  PARASITl  (SUB)SPECIES  .  P)-  Y . 

FORMULATION  ROUTE  OF  ADMINISTRATION  :  SC/H^O/rV 

MAXIMUM  TOLERATED  DOSE  (MTD)  >.  ?.  .0.  MG/KG  X  ft. 


1 - 

Strain 

Dai ly  dose 
mg/kg  DO-D+3 

No.  of 
mi  ce 

No.  of 
experiments 

Mean  control 
parasi te  rate  X 

Treated 

O-1 

*5 

— 

.O  *;  2  i 

O  2 

e“ 

- 

-±  !  ! 

r  , 

i  o 

5 

\ 

- 

2  S  ■  \  ct  1 2  SL 

2  o 

s 

- 

C  )  '  *•  -  O  - 2 

<£ 

22  25 

ED50(range)c.^(o  A  -c  i] 

Resistance  factor  IgQ 

r 

_ 

ED50(range) 

EDg0(  range) 

Resistance  factor  Ig(g 

Principal  Investigator:  Professor  W. Peters 

Department  of  Medical  Protozoology 

London  School  of  Hygiene  &  Tropical  Medicine 


15  1 


SUMMARY  Or  ANT  I  MAI ARIAl  DRUG  TESTS 


WU!.!  131 


.  151.0. L  -.in;  /"MOCiDt  S J 
C3MPOUN;.'  NAM:  H  pft  raTfi*>  is>£  -+- 

Oft  NUMBER  .  PARASITE  (SUB)SPtXlES  .  .  V: !«; 

F CUMULATION  .  .  .  ROUTE  OF  ADMINISTRATION  :  SC/+PVWAI-V 

MAXIMUM  TOLERATED  DOSE  (MTD)  .  MG/KG  X  ... 


Strai n 

Dai  ly  dose 
mg/kg  D0-D+-3 

No .  Of 
mice 

No.  of 
experiments 

Mean  control 
parasi te  rate  % 

T  reTteif  "PETE.  ,V.  ‘ 
Control  PR*  l" 

O-i  -r  O  •  i 

S 

S3l  •  t,  1  “A 

0-3.  -*•  O  ( 

- 

9/S,  t  S'S 

Kj 

1-0  +  o  ■  ' 

s 

1 

- 

^'■3  A  '0  T 

3,  0  -r  0  •  1 

s 

- 

'»  J 

0 

TO 

21  S 

ED50(range)  0,SU  >  -  -  ^ 

ED90(  range)  c  c(  ,  2  , 

Resistance  factor  Igo 

0  1*0  i 

<g\  >3  i  A 

AHII 

5l>  t  T  "A  1 

to 

i  O  ■»  O  i 

cT 

. 

»  2.  ^ . 

5  .  r  >  *  o  i 

| 

C  1 

|| 

| 

ED50(range)o  i(c>  z  c  ^ 

EDg0(  range)  c 

Resistance  factor  Igg 

• 

Principal  Investigator:  Professor  W. Peters 

Department  of  Medical  Protozoology 

London  School  of  Hygiene  &  Tropical  Medicine 


I 


1  5  2 


SUMMARY  Or  AN!  [MALARIAL  OH'  ,  T L V- T ' > 


(  BED  :'C  SCH  I  /ON  ; i It  I  iji  ‘j  ; 


COMPOUND  NAME 
OR  NUMBER 


OR  NUMBER  .  r’.VKtrA?F?'.f/‘CZ. .  PARASITE  ( SUB )SPLo I  LG  ;  . . 

FORMULATION  .  .l~.^;v\v.Q  /H  ^C? .  .  ROUTE  OF  ADMINISTRATION  :  SC,/ hP/TO/ty 


MAXIMUM  TOLERATED  DOSE  (MTD) 


MG/KG  X  . . . 


Strai n 


Daily  dose 


No.  ot  No.  of 


Mean  ccntroT"  ] Tr eat e d"  ? T; T 


mg/kg  DO-D+3  mice  experiments  parasite  rate 

O'  *  i o  S 


DSC.  (_■>  r  So 
I  OH  X  A  ■ 


N  -  10 


ED50(range)o  „,.(0  . .. 

EDgo( range)  c  ,  ,s  .  c 

Resistance  factor  IgQ 

O  s  1  -1  O' 


I  !.'  2  O  Co 

?-  O  -*  ?-  O 


ED50(range)0  c.,(0,,  _  c 

ED90(ran^)Q.OA(c  ct  0  ii); 

Resistance  factor  I,., 


f  ’ 1  n  ■_  l  pa  1  Investigator:  Protessor  W  •  e 
o.-:  artment  of  Medial  Proto*ooU>g. 

.  nr) on  School  ot  Hygiene  4  Tropical  Me 


1  5  3 


SUMMARY  or  ANT  [MALARIAL  URUS  TEST 


will  !  13! 


(Blood  scui/oNTociDr  sj 


COMPOUND  NAMt  So  >_fp.'£>.Ca2  ,  rjt 

OR  NUMBER  .T+‘i'.'-.Vr.‘'0.*0  7t: .  PARASITE  (SUB) SPECIES  .  - 


SUMMARY  OF  ANTIMALARIAL  DRUG  TESTS 
(BLOOD  SCH I ZONTOC IDES) 


TABLE  1  3 


COMPOUND  NAME 

OR  NUMBER  .  .  PARASITE  (SUB)SPECIES  .  R-.t* » . 

FORMULATION  . .  ROUTE  OF  ADMINISTRATION  :  SC/-1P/PO/1V 

MAXIMUM  TOLERATED  DOSE  (MTD)  A.AP..  MG/KG  X  ft. 


Strain 

Dai ly  dose 
mg/kg  DO-CH-3 

No.  of 
mice 

'  No.  of - 

experiments 

Mean  control 
parasite  rate  5> 

treated  PPtv1nn 
Control  PRT100 

O.i 

s 

4-  t  4  c 

0  3 

S’ 

_ 

9b  S  t  i  1 

M 

0? 

s 

l 

— 

92.-2  Jr  4  4- 

1  •  o 

5 

- 

24  5  ±  t  2 

0 

IO 

A 

ED50( range)  c  e^s  v  ,  -A 

EDgo(range)  ,  s  (.  ,  ,  -  z  *  . 

Resistance  factor  IgQ 

/ 

ED5Q(range) 

i 

EDgo(  range) 

Resistance  factor  Igg 

Principal  Investigator:  Professor  W. Peters 

Department  of  Medical  Protozoology 

London  School  of  Hygiene  4  Tropical  Medicine 


1  5  « 


SUMMARY  OF  ANTIMALARIAL  DRUG  TESTS 
(BLOOD  SCH I ZONTOC IDES) 


TABLE  13B 


COMPOUND  NAME 

OR  NUMBER  .  .  PARASITE  (SUB)SPECIES  .  Pi 

FORMULATION  i  . .  ROUTE  OF  ADMINISTRATION  :  SC/WW 

MAXIMUM  TOLERATED  DOSE  (MTD)  .  MG/KG  X  .5. 


Strain 

Daily  dose 
mg/kg  DO-D+3 

NO.  Of 
mice 

No.  Of 

experiments 

Mean  control 
parasite  rate  t 

iirereffBaaM 

O'Oi 

s 

__ 

±  3  C: 

0 • 03 

s 

S  i  4-  •' 

N 

6-  ' 

3 

1 

_ 

4^  .1  1-  4 . 4 

0  3> 

s 

- 

t  lO  i 

& 

ID 

23.  3 

ED5q ( range )  0.<  (o.cv.  -  c 

ED9q( range)  , 

Resistance  factor  Igg 

ED50( range) 

EDgo(  range) 

Resistance  factor  Igg 

Principal  Investigator:  Professor  W. Peters 
Department  of  Medical  Protozoology 
London  School  of  Hygiene  &  Tropical  Medicine 


1  57 


SUMMARY  OF  ANTIMALARIAL  DRUG  TESTS 
(BLOOD  SCH I ZONTOC IDES) 


TABLE  1  3 


COMPOUND  NAME  Halofont^mc  -r 

OR  NUMBER  .  PARASITE  (SUB)SPECIES  .  .  \ 

FORMULATION  JHjQ.  ROUTE  OF  ADMINISTRATION  :  SC/WWfY 

MAXIMUM  TOLERATED  DOSE  (MTD)  .  MG/KG  X  ... 


Strain 

Uai ly  dose 
mg/kg  DO-D+3 

No.  Of 
mice 

— No.1  of 
experiments 

Mean  control 
parasite  rate  % 

Treated 

CoritFdT  TOT100 

O'  i  O'Oi 

5 

_ 

%  A  r  |>3 

0-1  o-ot 

“5 

- 

Sfc  1  T  4;) 

N 

0-5  -  OOl 

5 

1 

- 

-33  '3  -  3  3 

1-0  +  0-0' 

5 

- 

n  9  r  t-  c- 

& 

to 

23  3 

ED50(range)o.4fa(6.ss  c,.t^ 

^Dg0(  range  )G  .<- g  (_  0-i  - 

Resistance  factor  IgQ 

o-l  +  003 

s 

— 

90  C  t  1  O 

0.3  ->•  OOl 

_ 

S\  C  £  3-i 

N  , 

OS  T  003 

5 

1 

_ 

ii-A  t  0.' 

1-0  ^  O  03 

5 

_ I - 

20  -U  £32 

0 

\Q 

23  3, _ 

ED50(range)o.sg(  c  i-i) 

ED9q{ range)  0  Vi  -iS) 

Resistance  factor  Igg 

Principal  Investigator:  Professor  W. Peters 

Department  of  Medical  Protozoology 

London  School  of  hygiene  &  Tropical  Medicine 
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SUMMARY  OF  ANTIMALARIAL  DRUG  TESTS 
(BLOOD  SCH1 ZONTOCIDES) 


FABLE  1  ;) 


COMPOUND  NAME  -t- 

OR  NUMBER  .  PARASITE  (SUB)SPECIES  .  F.’  :  ■.} 

FORMULATION  /.  ^.-p.  .  ROUTE  OF  ADMINISTRATION  :  SC/+Pr4WfV 

MAXIMUM  TOLERATED  DOSE  (MTD)  .  MG/KG  X  ... 


Strain 

1 

I 

No.  "or 
mice 

NO.  Of 
experiments 

Mean  control 
parasite  rate  % 

Treated  PKXYlnn 
Control  PKTIU0 

O-i  -v  Cv 

5 

b\)  •>  -  t 

T  c> 

5 

L6  O  :  i  i 

iNi 

0  5  -  o-l 

*5 

I 

- 

M  1  t  l- 

»-o  ■*  C  l 

5 

- 

<£ 

IO 

2  ^ 

ED50(range)o  -0\ 

EDgo( range)  2  b/ ,  ,  .  cj 

Resistance  factor  IgQ 

C'i  -  c  ^ 

-+  •'  •!  '  ■ 

C  5  -r  C  S 

5 

- 

1  >.  )  *  '  -  1 

N  , 

C  L  ->  “+  O  i> 

C~ 

3 

1 

- 

4  •  ~  /  •’ 

1  C  -»  C  b 

L-~ 

) 

1  T  r  C  - 

sZ 

>o 

">  ~J  >  ^ 

— 

ED50(  range)  o  .  ... 

E0g0(  range)  c  4  c  .  ,  , 

Resistance  factor  Igo 

Principal  Investigator:  Professor  W. Peters 

Department  of  Medical  Protozoology 

London  School  of  Hygiene  &  Tropical  Medicine 


1  5  9 


A 


SUMMARY  OF  ANTIMALARIAL  DRUG  TESTS 
(BLOOD  SCH I ZONTOC IDES) 


TABLE  13y 


COMPOUND  NAME  -r 

OR  NUMBER  .9.A.3?.09‘.'iT.,9l,>J9 .  PARASITE  (SUB)SPECIES  .  .B.4v  fii.' 

FORMULATION  A^.V.^9. !  .4^0. .  ROUTE  OF  ADMINISTRATION  :  SCAWWM 
MAXIMUM  TOLERATED  DOSE  (MTD)  .  MG/KG  X  ... 


Strain 

ft  IftE^SUft! 

No.  Of 
mice 

No.  Of 
experiments 

Mean  control 
parasite  rate  X 

pn»i 

0  o\  -*•  c-\ 

5 

— 

b9  4-i  -3 

O  03  -  O  1 

s 

- 

90. C  t  1  L- 

Ni 

O'  -  O  •  l 

s 

) 

- 

b°>  3  t  05 

O.^S  cm 

5 

- 

4-9  1  , '  0 

<p  . 

\o 

OO  -5 

Resistance  factor  IgQ 

C.CI  -f  C'  T> 

“5 

be-  'i  -  9  9 

c-o  -  c  s 

- 

S  1  ■  C  L  0 

NJ  , 

C  !  *  C  •  S 

s 

\ 

- 

• 

0  3  *  C-3 

c: 

- 

1  ?  -A  t  T  J 

0 

ID 

2S  s 

ED50(range)o.,,(o.cs.ol^ 

ED90(  range)  .  c  bI .] 

Resistance  factor  Igo 

Principal  Investigator:  Professor  W. Peters 
Department  of  Medical  Protozoology 
London  School  of  Hygiene  &  Tropical  Medicine 


1  8  0 


SUMMARY  OF  ANTIMALARIAL  DRUG  TESTS 
(BLOOD  SCH I ZONTOC IDES) 


-TABLE  1  4  o 


COMPOUND  NAME  P yR i *,£7 mh.m> ne  -+- 

OR  NUMBER  .V.^.CiLV.S  .  PARASITE  (SUB)SPECIES  . .  P-.  >j.\: 


FORMULATION  .|.t\  . .  ROUTE  OF  ADMINISTRATION  : 


MAXIMUM  TOLERATED  DOSE  (MTD)  .  MG/KG  X  ... 


Strain 

Dai ly  dose 
mg/kg  D0-D+3 

No  7  “oT 
mice 

"TT6._of - 

experiments 

Mean  control 
parasite  rate  % 

O-Ol  -r  Q5 

5 

_ _ 

33,  S  ± 

C  '0  3  0' 5 

S 

_ 

13  <3  t  3  1 

N 

11— jl 

5 

1 

— 

4-1  •  5  -  ( 0  ■  C 

S 

4.3,  *  2-5 

paj  | 

1C 

25  3 

ED50(range)c,ct(y  ;4_o  >> 

^90^ran^  £  u(o-  ia 

Resistance  factor  IgQ 

O'OI  -*■  I'O 

s 

RB99 

ibiphhb 

s 

2°)  3  r  ?  2 

mm 

o 

t 

o 

s 

1 

- 

2C>'S  -  C  '5 

0  3  •+  1C 

s 

— 

\C  t  C  'i 

Of 

lO 

2-2,  3 

^50^ran9e)ooi.(,o.  ci 

ran9e)  c  •  i 1  (  o.  cs  -oiCl 

Resistance  factor  Ig^ 

Principal  Investigator:  Professor  W. Peters 
Department  of  Medical  Protozoology 
London  School  of  Hygiene  &  Tropical  Medicine 
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T- 


SUWARY  OF  ANT IMALARIAL  DRUG  TESTS  .TABLE  j  4  j 

(BLOOD  SCHIZONTOCIDES) 

COMPOUND  NAME 

OR  NUMBER  .  PARASITE  (SUB)SPECIES  .  !?>M  v^*.'. . 

FORMULATION  . .  !0.'SV.\<?ft' ./ tt., Q  ROUTE  OF  ADMINISTRATION  :  SC/WfW+V 
MAXIMUM  TOLERATED  DOSE  (MTO)  -ft1/.?..  MG/KG  X  ff. 


Strain 

■jFtnvNUjHua 

2 

No.  of 
mice 

No.  Of 
experiments 

Mean  control 
parasite  rate  % 

■imreiama 

o-l 

S 

_ 

03 

S 

- 

i  z  '  4  h 

N 

OS 

S 

1 

b'S  1  t  l)  0 

hO 

S 

4^4  -  S  O 

0 

1  O 

f 

ED50(range)o.5(0,3  _ 

EDgo(range)3f4(2,!  -^4) 

Resistance  factor  IgQ 

/ 

ED50( range) 

EDgo(  range) 

Resistance  factor  Igg 

Principal  Investigator:  Professor  W. Peters 

Department  of  Medical  Protozoology 

London  School  of  Hygiene  &  Tropical  Medicine 


1  6  2 


w 


T 


SUMMARY  OF  ANTIMALARI AL  DRUG  TESTS  TAc.L  j  ]  > 

(BLOOD  SCHI ZONTOCIDES) 

COMPOUND  NAME 

OR  NUMBER  .  .(Y!'.f'Y9S. Yt.s '.t.s- .  PARASITE  (SUB)SPECIES 

FORMULATION  . .  ROUTE  OF  ADMINISTRATION  :  SCAI P/PO/FV 

MAXIMUM  TOLERATED  DOSE  (MTD)  >3P..  MG/KG  X  iY. 


Strain 

■iSIQCfiSSHii 

No.  Of 
mice 

No  .“of 
experiments 

Mean  control 
parasite  rate  i 

IsaaaaaawjB 

t  •  o 

s 

_ 

■Sc-  C  r  C  i, 

3  O 

5 

— 

l  --  S  c. 

N 

Ic  'O 

5 

\ 

- 

4-0  'S  -  IS'C 

3C  O 

S 

- 

22. -4  *  1  4 

0 

IO 

231 

E050(range)54.(21_a^ 

ED90(range)lo,o^2'8.D-l3>s) 

Resistance  factor  IgQ 

E050( range) 

EDgQ(  range) 

Resistance  factor  Igg 

Principal  Investigator:  Professor  W. Peters 
Department  of  Medical  Protozoology 
London  School  of  Hygiene  &  Tropical  Medicine 


1  6  3 


SUMMARY  OF  ANTIMALARI AL  DRUG  TESTS  TABLE  1  1  :i 

(BLOOD  SCHIZONTOCIDES) 

COMPOUND  NAME  riALorAMk>,N,  -r 

OR  NUMBER  .  PARASITE  (SUB)SPECIES  . 

FORMULATION  .  J'^.SS' 39.  J.  \A.  ,Cl .  ROUTE  OF  ADMINISTRATION  :  SC/4TVW/IY 
MAXIMUM  TOLERATED  DOSE  (MTD)  .  MG/KG  X  . . . 


Principal  Investigator:  Professor  W. Peters 

Department  of  Medical  Protozoology 

London  School  of  Hygiene  &  Tropical  Medicine 


1  6  1 


SUMMARY  OF  ANTIMALARIAL  DRUG  TESTS  'TABLE  1  1  I 

(BLOOD  SCH I ZONTOC IDES) 

COMPOUND  NAME  H  Alo  OAr^Tkii  n£  -+- 

OR  NUMBER  Ct1.1 CvPA YLC t-.'.'VF, .  PARASITE  (SUBJSPECIZS  .P.Dn.Oh 

FORMULATION  .bvWo.^Q/ K^Q . . .  ROUTE  OF  ADMINISTRATION  :  SC/IP/PO /4V 
MAXIMUM  TOLERATED  DOSE  (MTD)  .  MG/KG  X  ... 


Strai n 

Dai ly  dose 
mg/kg  DO-D+3 

NO.  Of 
mice 

“No",  of 
experiments 

Mean  control 
parasite  rate  2 

Treated  PR50. 
Control  PRr1^ 

0 

0 

t 

O 

S 

- 

*- 

0-2>  -t  IC-D 

*5 

- 

7t>  0  c  -♦  ■ 

N 

c  s  -+  10-0 

S 

l 

- 

C  !  - 

I'D  -*  10-0 

*5 

- 

•  0  -  ~  ' 

<3 

IO 

_ 

ED50(range)  0  4.5(0.^.. 0.^ 

EDgo(range)2.|(,..1.A.2^ 

Resistance  factor  IgQ 

c  •  i  +  So  0 

->  — 1  +  C- 

-I  t  “ 

0-5  +  SO  •  0 

J 

1?- 

IN, 

C-S  ■*  3>0-O 

l 

-V  1  1  ■  • 

s 

C-l  1  C--' 

0 

ID 

^  ^ _ 

ED50(range)0.O5(o,o^_o.^ 

EDgo(range)0, 25(0.15  -04S 

Resistance  factor  IgQ 

Principal  Investigator:  Professor  W. Peters 

Department  of  Medical  Protozoology 

London  School  of  Hygiene  &  Tropical  Medicine 
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SUMMARY  OF  ANT1MALARI AL  DRUG  TESTS 
(BLOOD  SCHI ZONTOC IDES ) 


'TABLE  i 


COMPOUND  NAME  +- 

OR  NUMBER  (VY .  PARASITE  (SUB)SPECIES  .  I?.*.*. 

FORMULATION  ROUTE  OF  ADMINISTRATION  :  SC 

MAXIMUM  TOLERATED  DOSE  (MTD)  .  MG/KG  X  ... 


Principal  Investigator:  Professor  W. Peters 

Department  of  Medical  Protozoology 

London  School  of  Hygiene  &  Tropical  Medicine 


SUWAR*  0^  ANf  [MALARIAL  DRUG  IIS  To  -TAb.:  |  |  i, 

(  BLOOD  o'.H  I  ,'jV '  JC I Dt  j  j 


COMPOUND  NAME  '-'''--c  ■  ,  t 

OR  NUMBER  .V .':Ss.V.  ■;  v.-,1.'.  : '.  .*. .  PARASITE  ( SUB  .. S!'LC  I LG 

FORMULATION  .  .  iNVv.  .'.V  .  '.  \  .C.  .  ROUTE  OF  ADMINISTRATION  :  SC  • AWGr  I V 

MAXIMUM  TOLERATED  DOSE  (MTD)  .  MG/KG  X  ... 


Strain 


Daily  dose 
mg/kg  OO-D+3 


\  C 


f 


No.  of 
mice 


1C  -  C 


c  *  c 


V 


ED50(range)3,&vl  .  c>  4) 


EDgo(range)  I^C'L^  O  -  4>  o 


Resistance  factor  I 


90 


i  (. 


*>  L 


l  c 


1-0 


ED50(range)  2.0(o.% 


ED90(range)%iO(3,o.2?^! 


Resistance  factor  I 


90 


O 


“No. "of - 

experiments 


"Mean  control  TTreateJ 
parasite  rate  X  1  Control  rn ; 


S  C-  - 


C  •  i 


Principal  Investigator:  Professor  W. Peters 
Department  of  Medical  Protozoology 
London  School  of  Hygiene  &  Tropical  Medicine 


18? 


OR  number  .  .nt'.sv.^.VV  ,T >.i- .  para.-.;:*  iij, oPl  .  ;l  . 

FORM'"  ATION  .  ROUTE  OF  AOMINJSTRA' ION  :  SCAHyfNr+r 

MAX. MUM  TOLERATED  DOSE  (MTU)  k\.  MG/KG  X  . 


Strai  n 

Dai  ly  dose  [No.  of 

mg/kg  DO-D+3  j  mice 

No.  Of 
experiments 

Mean  control 
parasite  rate  1  i 

O  '  _ !*? 

T 

C  S 

N 

C#  ‘S 

1 

1 

1  c 

‘5 

i 

i 

(/ 

_ 

Jlc  i 

r 

i 

i 

1 

_ 

i 

ED. -grange 

1 

C  1  ■_  '»  - 

ED.90(  range) 

Resistance  factor  IgQ 

! 

j 

i 

* 

“1 

E050( range) 

ED90(  range) 

Resistance  factor  Igg 

Principal  Investigator:  Professor  W. Peters 

Department  of  Medical  Protozoology 

London  School  of  Hygiene  &  Tropical  Medicine 


iv  :w'- 


CJMPO 

OR  Nb'-'L- :  •  I  .  •  •  A~c  .  '  ^ 

fvPML'lA  I’JiN  .  l'\" !  '  .  .  j  *  .V  v .  pjOc  Of  AoM’\.‘  '■  \  .  .  > 

MAX  !MliM  T  C-i  TRAIL  j  OOSt  . ‘■‘TL.  .  Ml,  •' g  . 


r  •  -  -  ' 
j  S  t  r  3  1  r. 


r  Carry  "Jose 

mg.  kg  00- £>♦  ; 


TNo  of  :  No  of  T  Me  a-  cent 

mi  ,e  |  .  ;:<a-'  i ,  i 

*  -  •  T 


t- 


! - 1 - - t 

f  j 

'  ^50  ran'-1e  ' 

}  ED90;  range  :■  . 


j  Resistance  factor 


1 

; 

— 

.  .  . 

r~ 

i 

1 

(... . 

T  7  T 

^  _  _ 

ED50( range) 

ED90(  range) 

Resistance  factor  I0« 

90 

Principal  Investigator:  Professor  W. Peter, 

Department  of  Medical  Protozoology 

London  School  of  Hygiene  &  Tropical  Medicine 


6 


CUMi'UL NAN.  Mm.  c  » 

jh  s  Mr-  -  :  '  v  • :  (’ARA.  1  :•  mm  .  ' 

FORMULA",  j'i  .  .  .*'»••.  .  .  .  POuTt  JF  AOMI  N!  , :  HAT  i  jf«  . 

MAXIMUM  70i!  RATIO  DOSt  .  mGm  y  x 


J  UaTly  Jose  TKo.  of  T  Ho.  of’  "  '  T  'Mean*  control  TTrea  *•••«'  7-7. 

;  mg.  >  g  OO-D*  3  ;  mice  j  e*pe»  ) merits  !  paras l  te  rate  ! 


|  Res  1 s  tance  f ac tor  I  i 


Principal  Investigator:  Professor  W. Peters 

Department  of  Medical  Proto?oology 

London  School  of  Hygiene  t.  Tropica!  Medicine 


I 

I 


I  7  0 


SUMMARY  Or  AN’IMALAKJAl  DR'J 
(BLOOD  SCHI.’JNTDCIDt 


SWA- 


AN  [  M  A  L  A  R  I A , 


] 


C0MPOUM.  NAWi  v.  v.. '<  --  j*  ^ -^jv.  .r  _  * 

OR  NUMBi  '*•  .  VVrHC'/.  ir  V -0.K  ,rrs  .  j'ji  .  :  L  - ; : 

FORMULA’  ION  .  .  I't-V.v  / *  \ .  ROo’t  OF  ADM!  K  _  :  RA  '  I  A  . 

MAXIMUM  TOLERATED  DOSE  {MTlf . . MG  KG  f 

1  Daily  dose"  !  Kb.  oT  t  Ko.  of  i  Mean  cortr;:" 

1  mg,  kg  D0-i>+  a  1  mi  .e  I  ^ f, * 1  paras  it»-  rat 

f . t  ----- -  J  -  ;  •'  :’r  ■ 

i 

IK  *  - 

•  - . -1 - 


:  x 


rjr> 

•::r:  , 

nt* » ^  s  tan-.e  factor  ] , 


i — 


E  - 

0; 

D90'. -angej  , 


,  [Dsofran5ei 


a  *  j 


Resistance  factor 


90 


Principal  Investigator:  Professor  w. Peter. 

Department  of  Medical  Protozoology 

London  School  of  Hygiene  i  Tropica!  Medicine 
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SUMMARY  OF  ANTIMALARIAL  DRUG  TESTS  -TA«a  ] 

(BLOOD  SCh I ZONTOC IDES) 

COMPOUND  NAM  I 

OR  NUMBER  r.  \ .  PARAS  III  (SUB)SfL  .IIS 

FORMULATION  .  >.  J.hVjQ.  .  .  ROUTE  OF  ADMINISTRATION  :  SC  44^RwI, 

MAXIMUM  TOLERATED  DOSE  (MID)  >.'.-.9..  MG, 'KG  X  AT. 


Principal  Investigator:  Professor  W .  Peters 

Department  of  Medical  Protozoology 

London  School  of  Hygiene  &  Tropical  Medicine 


-  7  ABl  t 


i  j 


SUMMARv  OF  ANTIMALAR1AL  ORJG  TEST  j. 

;blood  sch; zont -jcides , 

COMPOUND  NAME 

OR  NUMBER  .'slD-'r'.Sn. .  PARASITE  { SU3  i  iRE . 1 ES  .T?;~.-,y>s  . 

FORMULATION  .  .  ROUTE  OF  ADMINISTRATION  :  SCAKVPdrEv 

MAXIMUM  TOLERATED  DOSE  (MTD)  MG/KG  X  5.  . 


Principal  Investigator:  Professor  W. Peters 

Department  of  Medical  Protozoology 

London  School  of  Hygiene  &  Tropical  Medicine 


SUMMARY  OF  ANT  I  MALARIAL  DRUG  TLSI.,  -TABU  1 

(BLOOD  SCH I ZONTOC I  DEL  S 

COMPOUND  NAM'  Halo.  a.-  i  h  ,  „  c  + 

OR  NUMBER  .7S."r.,<H:S!'f.V.''7<r .  PARASITE  ;  SU3  )SPEC  I ES  . 

FORMULATION  .  .  '■ jy>.v.'LH .  jX\£.\  ROUTE  OF  ADMINISTRATION  :  SC/+P7W/+Y 
MAXIMUM  TOLERATED  DOSE  (MTD)  .  MG/KG  X  ... 


Strain 

Dai ly  dose 
mg/kg  DO-D+3 

I  No.  of 
!  mice 

1 

No.  of 
experiments 

Mean  control 
parasite  rate  % 

"1  rea'feJ' 
Co'ntrolPRr'00 

C  1  -  >  •  0 

v>\  -f  i  4  - 

:  -s  -  1  ■  (_• 

C-. 

_ 

r>  l  1  1  *4  S 

-  v 

C  s  ^  1  0 

j 

1 

- 

S'-)  J  t 

1  c  •*  {  c 

tr 

J 

- 

Sh  s  t  s 

V 

\C 

■it  C-- 

1 _ 

ED50i  range)-  c 

j  ED90(range)  _  _  _  , 

Resistance  factor  I^q 

c  -  S 

tr 

_ 

"R  to  -  3  1 

*b 

_ 

^  - 

C  -G  -Sc 

1 

- 

52  -0  t  5  •-> 

•  c  *  c 

*5 

- 

-+S  O  1  1  s 

1^1 

2t  C 

EDS0( range)  ,  ,  c  . 

ED9q(  range)  „  .  , 

Resistance  factor  Igg 

Principal  Investigator:  Professor  W. Peters 

Department  of  Medical  Protozoology 

London  School  of  Hygiene  &  Tropical  Medicine 
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SUMMARY  OF  ANTIMALAR1AL  DRUG  TESTS 
(BLOOD  SCHI ZONTOC IDES ) 


-  TABLE  1  jii 


COMPOUND  NAME  -t- 

OR  NUMBER  .7 O.Vr ‘r'S . 

FORMULATION  . .  ROUTE 

MAXIMUM  TOLERATED  DOSE  (MTD)  . 


PARASITE  (SUB) SPECIES  .  .17.  W, 

OF  ADMINISTRATION  :  SC/IP/PO/iV 
MG/KG  X  . .  . 


Strain 

Dai ly  dose 
mg/kg  D0-Q+3 

No.  Of 
mice 

No.  Of 
experiments 

Mean  control 
paras i te  rate  % 

Ireated  PRtvlA„ 
roTrFBTW1100 

O'l  -r  'O  O 

5 

- 

Tit  •  :■  L- 

c  s  *  ic -c- 

S 

- 

-a-a  1  :  *  _ 

N 

C  5  -*■  IC  C 

5 

t 

- 

0 

o 

V 

s 

- 

il  l  i  - 

IC 

-2-<C  C- 

ED5Q(range)0  c..  _  ,_\ 

EDgo( range)  -5  .  4.*  , 

Resistance  factor  IgQ 

G  i  ■+  3)0  C 

s 

_ 

^  1  i  2  3> 

1  1 

C  3  *  2>c  o 

S 

.  " 

— 

Sb  -C  -t  cj  S 

asm 

C  S'  -*  30  c 

s 

\ 

-PC'  0  -  .  A 

I  ■  o  *■  3o  c 

s 

- 

5C2t  iu 

CT 

>  c 

Dub  L 

^■^50^ran9e)  c  ti  o.j  .  i 

EDg0(  range)  ,  .  ,t  0, 

Resistance  factor  Igg 

Principal  Investigator:  Professor  W. Peters 
Department  of  Medical  Protozoology 
London  School  of  Hygiene  &  Tropical  Medicine 
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SUMMARY  OF  ANTIMALARIAL  DRUG  TESTS  -TABLt  1  ;>  ; 

(BLOOD  SCHIZONTOCIDES) 

COMPOUND  NAME  TeTKhc  yc  l  c  ■+• 

OR  NUMBER  .  .  PARASITE  (SUB)SPECIES  .  .  V 

FORMULATION  .  '.Y?.9.|.1A  20. .  ROUTE  OF  ADMINISTRATION  :  SC/-WP0m 

MAXIMUM  TOLERATED  DOSE  (MTD)  .  MG/KG  X  ... 


0 

0 

0 

3c  c  -  c>i 

5 

0 

IO 

ED50( range)  > 


EDgo( range)  .. 


Resistance  factor  I 


ED50(range) j s  ^  ^ , 

EDgo(  range ^ 
Resistance  factor  lnn 


Principal  Investigator:  Professor  W. Peters 

Department  of  Medical  Protozoology 

London  School  of  Hygiene  &  Tropical  Medicine 


1  7  S 


SUMMARY  OF  ANTIMALARIAL  DRUG  TESTS  -TABLE  15s 

(BLOOD  SCHI ZONTOCIDES) 

COMPOUND  NAME  TeTRhcvc1_.^£  -+ 

OR  NUMBER  .  PARASITE  (SUB)SPECIES  . . j?. 

FORMULATION  . .  ROUTE  OF  ADMINISTRATION  :  SC/4-P/P&/I V 

MAXIMUM  TOLERATED  DOSE  (MTD)  .  MG/KG  X  ... 


Strain 

m  ? 

NO.  Of 
experiments 

Mean  control 
parasite  rate  % 

miiin 

1.0  ■+  O-s 

s 

SO  2  ±  A- -9 

JO  -+  o-s 

s 

- 

52 S  i  59 

N 

io-o  O-S 

5 

1 

- 

HC.O  -±  ^  * 

5 

. 

— 

E 

0 

lO 

2fc>  <2 

ED50( range) 

EDgo(range)  , 

Resistance  factor  IgQ 

6 

4 

6 

s 

- 

5+5  i  3  O 

2.  0  f  1-0 

s 

- 

+-S  e  i  2S 

10-0  -*  1-0 

S 

1 

_ 

2>  - 1  1  JT 

So.o  n  l-o 

s 

5. 0-2  2  1  ■) 

0 

1  o 

ED50( range) 

EDgo(  range)  >3o 

Resistance  factor  Igo 

Principal  Investigator:  Professor  W. Peters 
Department  of  Medical  Protozoology 
London  School  of  Hygiene  &  Tropical  Medicine 


1  7  9 


-lASii.! 


15‘J 


com;  GUHi)  .NAM' 

OR  NUMB  ER  .  r.^rr'.cK.'rv.s .  PARASITE  (SUB)  species  .  .  ??.  •. 

FORMULATION  .  M  ^ S'i./M  .  ROUTE  OF  ADMINISTRATION  :  SC/4W6/4V 
MAXIMUM  TOLERATEO  DOSE  (MTD)  >.A.Q.  MG/KG  X  . 


Strai  n 

Dai ly  dose 
mg/kg  DO-D+3 

No .  o  f 
mi  ce 

No.  of 
experiments 

Mean  control 
parasi te  rate  % 

Treated  FKiY1^, 
Control  PRt  IJ‘ 

<0  •  * 

_ 

v 

. 

- 

~C  ^  :r 

N 

r\  - 

- 

<r.  -  "'2 

>  o 

- 

A-  1  -t  3  S 

i  c 

- 

O  r  c  r  ■  c  : 

f 

«  *.  'N 

<25  >. 

ED50(range)  0.5V  C).  ^  ,,  0-, 

EDgo(range)  0  Q  *  .  ,  z) 

Resistance  factor  IgQ 

_ 

ED5Q(range) 

EDg0(  range) 

Resistance  factor  TgQ 

Principal  Investigator:  Professor  W. Peters 

Department  of  Medical  Protozoology 

London  School  of  Hygiene  &  Tropical  Medicine 


18  0 


summary  ;r  aniimalarial  drug 


J  u  0 


jm  :■ 


;  i  Ut  ■ 


COMPOUND  NAME. 

OR  NUMBER  .  . .  Hto-Xv^jPv-  PARASI  TE  ( SUB  )SPLC  ! ES  .  .  , 

FORMULATION  . .  }'rtV-.v.?A /H  jQ .  ROUTE  OF  ADMINISTRATION  :  W+P/PC/IV 
MAXIMUM  TOLERATED  DOSE  (MTD)  ~  .^9.9.  MG/KG  X  .4T. 


Strain 

Uai ly  dose 
mg/kg  DO-D+3 

No.  of 
mice 

No.  of 
experiments 

Mean  control 
parasite  rate  % 

Treated  PRly^.T 
Control  PRi"  u‘ 

10.0 

c?i'£  I:  a  0  a 

d>c  •  c 

C. 

L-  '  ^  T  i 

Kl 

1  o  c  ■  o 

1 

Eta,  1  -  ~i  V 

i,c  c  ■  o 

JT 

O 

L-.OC  •  o 

_ 

C> 

c* 

1  o 

3 

ED50(range)  45.0(  2-4  c  ,;) 

EDgglrange)  gs.6(Aa  0  .  nt>) 

Resistance  factor  IgQ 

_ _ _ 

ED50(range) 

EDg0(  range) 

Resistance  factor  Igri 

Principal  I  nves 1 1 ga tor :  Professor  K. Peter., 

Department  of  Medical  Protozoology 

London  School  of  Hygiene  &  Tropical  Meii  .in" 


1  S  t 


SUMMARY  or  ANTIMALARIA;.  I)RU  ,  ’LOTS  -  TAh.  il  g  j 

( ULO-JU  SCHI/'jMOGlUi  j; 


COMPOUND  NAME  FLC^ct,rJE  -t- 

OR  NUMBER  .  Sv; -.t ; \<v.c .  PARASITE  (SUB) SPECIES 

FORMULATION  ROUTE  OF  ADMINISTRATION  :  SC/4*7  $)/+¥■ 

MAXIMUM  TOLERATED  DOSE  (MTD)  .  MG/KG  X  ... 


Dai ly  dose 
mg/kg  DO-D+3 


No .  of 
mice 


Strai  n 


No.  of 

experiments 


Mean  control 
parasite  rate  % 


I  reatetTP1- 
Control  F 


O  ' 


■tot.  O  t 


O'i  >  ‘50 


rxl 


Q  -“A, 


■  C' 


i  o 


o  l  1  G  z 


5.- 


G 


l  C5 


05 


EDS0( range)  0.%(  c  ■_  _  c,0 


EDg0(range)  0.hJ  c  ^  ^ 

Resistance  factor  IgQ 

r 

O-i  ■+  1  o  .  o 

s 

.  .  ■a  t  0* 

05  +  \o  O 

5 

— 

It  T?  i  1  H 

Ni 

0-  S'  -r  \o  •  O 

5 

l 

_ 

S  b  i  2 

1 .  O  ■»  ICC 

*5 

C:  -  C-V  r  o  tv 

3o  +  IC  c 

s 

C' 

0 

’  o 

2-S  • 

_ 

ED50(range)  c.a(o-l  .  c  O 

EDgo(  range)  „.t(c  ,  .  ,  ^ 

Resistance  factor  IgQ 

Principal  Investigator:  Professor  W. Peter. 

Department,  of  Medical  Protozoology 

London  Scnool  of  Hygiene  &  Tropical  Medicine 


1  8  2 


i  «  : 


c :mpcjm  r. — -*• 

OR  NUMb:  .  C<\  .  .  : :  r  .n,.PL  f 

-  -.1  F  C, 

FORMULATION  .  V K  Itf. xO.  .  .  ROUT l  OF  AOMIN!  G  TRA  1 1 ON  :  , .  .  F-r- 

MAXIMUM  TOLERATED  DOSE  (MTD)  .  MG/KG  X  ... 


Strai n 

Uai ly  dose 
mg/kg  DO-D+3 

No.  of 
mi  ce 

No.  of 
experiments 

’HiTan  conXroT 
parasite  rate  % 

Trt.*at.L-i  7"*:’., 

>  -  -»  -F,l»  -A  ,  . 

's.ontr:_  ;  r  t*' 

O-i  -  ic  c 

c 

ft  c  -  i  V 

C*  "  ic  o 

,  -^4  ?  .2.  i 

K 

C  ■  -+  i,C  ■  C 

r 

\ 

i-.i  t  is*: 

•  o  *  3  c 

c 

V 

r— 

c  *  ,  c  , 

Sc  *  Sc  c 

v* 

c 

\  „ 

ED50(range)o.z(o  ,  _  c  A\, 

ED90(range)o.s(Oii>  . 

Resistance  factor  Igo 

1 

1 

s 

_ 

a  i  -l  c 

o  ^  -*♦-  ICvO 

s 

_ 

S  t  a  l  •* 

r s 

mm 

s 

\ 

A  .  i  it  is 

Mil 

Si 

s 

c 

3  0  -*■  i  c  C  •  FT 

s 

c 

O 

!& 

>ss 

! 

E050(range)o.o^t,  ^ 

EDgo(  range)  c  ,(  0  . ..  0  4\ 

Resistance  factor  I,j(, 

Principal  1  nvos t i ga tor :  Professor  W. Peter. 

Department  of  Medical  Protozoology 

London  School  of  Hygiene  i  Tropical  Medicine 


i  S  } 


SbMNAPV 


,  BL -j  •; 


1  H  3 


COMPOUND  NA.Vi.  » rvi c 

OR  NUMBER  .  .?*-«•.*.  «V<-.*Jvvv. .  PARASITE  (SUBJSPUIL..  .  .  5' .  i-i-. 

T  v-  I.  F 

FORMULATION  .  !^Ar. ;  K  J  r\xC: . . .  ROUTE  OF  ADMINISTRATION  :  SC/-HVPG.  4-*- 

MAXIMUM  TOLERATED  DOSE  (MTD)  .  MG/KG  X  ... 


Strain 

Dai ly  dose 
mg/kg  DO-D+3 

No.  of 
mi  ce 

No.  of 
experiments 

Mean  control 
parasi te  rate  % 

Treated  PPT  . .  . 
Control  TR:"1'  1 ' ' 

%  O  f  O'1 

s 

_ 

Sij  v  Z  4  A 

->  O  •  ■ 

c 

- 

»  ,  V  1  i  ‘3 

-o  *  O-' 

s 

1 

sc  .  t  i 

'  O  C-  O  *  0-1 

o 

- 

Sl  tie 

9*  . 

1  O 

iS>  i 

ED50(range)35O'.^.c  ,u, 

EOgo( range)  «>..  ,./  , 

Resistance  factor  Ig0 

"3,  c  *  0  -3. 

S;  'H  I  'l  i 

i  o  .  o  X 

IS  i  i  Vi 

fO 

ic  o  -  C  i 

s 

1 

- 

\  ^  -  ’>  1.  1 

1  ^  r  .  <■-’  O  i 

s 

~ 

s  v  i  i  a 

r*. 

vs 

\  L> 

ED50(range)  n  0,/-g  ,  .  , 

• 

EDgo(  range)  lc  z  (  3oo  . 

Resistance  factor  Igg 

Principal  Investigator:  Professor  W. Peter  , 

Department  of  Medical  Protozoology 

London  School  of  Hygiene  ft  Tropical  Medieiiv 


t  8  \ 


AD-A185  118 


UNCLASSIFIED 


SUMMARY  OF  ANTIMALARIAL  DRUG  TESTS 
(BLOOD  SCH I ZONTOC IDES) 


'TABLE  17J. 


COMPOUND  NAME  Flo^ro?. 

OR  NUMBER  .  MV .  PARASITE  (SUB)SPECIES  . 

FORMULATION  .  ?.Q.  I  H. xO. .  ROUTE  OF  ADMINISTRATION  :  SC/IP/Pfrm 

.MAXIMUM  TOLERATED  DOSE  (MTO)  MG/KG  X 


Strain 

Dai ly  dose 
mg/kg  DO-D+3 

No.  Of 
mice 

No.  of 
experiments 

Mean  control 
parasite  rate  % 

Ireated 

UorvtFHT  PRT100 

o  ■  . 

*5 

— 

9S5  ±  5-1 

0-5 

5 

- 

SCO  -±  1-^ 

N 

0  •  5 

5 

1 

- 

A  "3 -4,  ±  14-  3 

\  -c 

S 

- 

c  ■  3  *  C3 

0 

i  o 

_ 

EDgo(ran9e)  °-44  (o-5i  -  o.s2) 

1  Sofc^CU" 

EDg0(range)o.b^(o.4to.  c.^ 

Resistance  factor  IgQ  |  0 

_ 

ED50(range) 

EDgQ( range) 

Resistance  factor  Igg 

Principal  Investigator:  Professor  W. Peters 

Department  of  Medical  Protozoology 

London  School  of  Hygiene  &  Tropical  Medicine 


I  )  •> 


SUMMARY  OF  ANT IMALAR [ Al  DRUG  'LOT:,  1  7.’ 

( QLOOO  SCH I ZONTOC I  OF  S  ■ 


COMPOUND  NAME 

OR  NUM8ER  X'=7?RV'r9-i--.ll>.=- .  PARASITE  ..SUB  s-'L.Ir.s  .  r. 

FORMULATION  . X9  . .  ROUTE  OF  ADMINISTRATION  :  SC/  i P/ PQr  H 

MAXIMUM  TOLERATED  OOSE  (MTD)  >.'CC.  MG/KG  X  ft. 


Strain 

Dai ly  dose 
mg/kg  DO-D+3 

No.  of 
mice 

No.  Of 
experiments 

Mean  control 
parasite  rate  £ 

treated 

Control  PRt''1"'1' 

3>-a 

5 

_ 

4-  r  2  ■  i 

10-0 

s 

- 

^  4-  *  <8-1 

Nl 

30 '0 

5 

1 

- 

-  ,c-^ 

100  •  0 

5 

- 

4-- ^  t  2 •  C 

0 

1  O 

22.-  5> 

E^5o(rar,ge) 20  o(  12..0-  42  X 

1  Sobolo.*-  Uv^.r 

EDgo(range)  fc,To(  Ai-o  -  •  4o') 

Resistance  factor  IgQ  j  q 

EDS0(range) 

EDgo( range) 

Resis ' '-'-e  factor  IgQ 

Principal  Investigator:  Professor  W. Peters 

Department  of  Medical  Protozoology 

London  School  of  Hygiene  &  Tropical  Medicine 


1  ')  ‘T 


SUMMARY  OF  ANTIMALARIAL  DRUG  TESTS 
(BLOOD  SCH I  ZONTOC IDES) 


-TABLE  1  ?  3 


COMPOUND  NAME 

OR  NUM8ER  .  PARASITE  (SUB)SPECIES 

FORMULATION  .  i .  ROUTE  OF  ADMINISTRATION  :  SC/44¥TW^ 

MAXIMUM  TOLERATED  DOSE  (MTD)  .  MG/KG  X  ... 


Strai n 


ose 

O-D+3  I  mice 


O'l  +  3>.o 


0  -3,  -*•  3  ■  C 


O  •  5  3.  •  O 

5 

\  •  O  -+  3  ■  O 

5 

0 

IO 

ED5o(range^0- 23(o- r  -  0-3>q) 


ED90(range)o.^(o.2l  _0.^ 


Resistance  factor  Inn 


£D50(range)o.2z(o  ,4.0  ^ 

ed90<  range)  0 sa 

Resistance  factor  IgQ  0.5fc  lyboW^ri 


Sq-  <0  t  ice 


I  Sb  —  b  p"R 


o 


Principal  Investigator:  Professor  W. Peters 

Department  of  Medical  Protozoology 

London  School  of  Hygiene  &  Tropical  Medicine 


SUMMARY  OF  ANTIMALARIAL  DRUG  TESTS 
(BLOOD  SCH I ZONTOC IDES) 


-TABLE  x  7  t 


COMPOUND  NAME 

OR  NUMBER  .  PARASITE  ( SUB )  SPEC  I ES  .  .  ¥!\  \ 

FORMULATION  . .  .  ROUTE  OF  ADMINISTRATION  :  SC/4 WfY 

MAXIMUM  TOLERATED  DOSE  (MTD)  .  MG/KG  X  ... 


Strai n 

Dai ly  dose 
mg/kg  DO-D+3 

No.  of 
mi  ce 

No.  of 
experiments 

Mean  control 
parasite  rate  % 

C'»  -v  50'0 

5 

_ 

t  1 C  A- 

O  •  +  3C -o 

s 

- 

2*3  •  2  3  1  C 

N! 

o-s  300 

3 

t 

- 

2  ■  (0  3  '  O 

'•0  -*■  3o-o 

5 

- 

C 

(6 

10 

213 

ED50(range)o>,7(<0il  _  0.Zb) 

1  SoOcUr  Un.fs 

ED90(range)0.i(o.lt.o.4J) 

Resistance  factor  IgQ  q  4y? 

' —  '  '  . 

3 

' 

0  3  -*  '  C  C  C 

- 

i  C  b 

N 

C"5  -  'CC  C 

5 

1 

- 

03  ±  03 

■■ 

■n 

3 

Q 

'w 

(  r~ 

li-3 

£Dso^rangeb  oi(o'02  -0-05) 

Ipcbo'a r  Units 

E Dg 0 (  range ) 0  |  Co-OS  -  O-i^ 

Resistance  factor  IgQ  0,((o 

Principal  Investigator:  Professor  W. Peters 

Department  of  Medical  Votozoology 

London  School  of  Hygiene  &  Tropical  Medicine 


SUMMARY  OF  ANTIMALARI AL  DRUG  TESTS  -TABLE  i  -• 

(BLOOD  SCH I ZONTOC IDES ) 

COMPOUND  NAME  TsTMwcu-sie  -+■ 

OR  NUMBER  .  Sb9*  f*.'r<?VSS. .  PARASITE  ( SUB )  SPEC  I ES  . 

FORMULATION  . .  J .H  ZQ  .  ROUTE  OF  ADMINISTRATION  :  SC/4P/PO/  tt 

.MAXIMUM  TOLERATED  DOSE  (MTD )  .  MG/KG  X  ... 


Strai n 

Dai ly  dose 
mg/kg  DO-D+3 

No.  Of 
mice 

No.  of 
experiments 

Mean  control 
parasite  rate  % 

treated  PR'2L.nn 
ContFol  PR**100 

BO  -r  0.1 

5 

— 

9s  c=  -r  S.I 

IOC  -r  C-  1 

5 

— 

99  4  rt  $■  2 

N 

3>C  ■  O  O  ■  l 

5 

\ 

— 

Si -9  i  IC'A- 

100-0  +  o-l 

6 

— 

43.  t  i'C= 

0 

to 

ll'S) 

_ 

ED50(range)  22  0(12  o  _  ^  Q) 

1  S obolav  Urv.b 

EDgQ(  range )  30-0(44.0  -  iao) 

Resistance  factor  IgQ  |  ^ 

VO  -*•  C  3 

3 

_ 

S  1  •  <=.  H  1  C  ■  C 

'C  C  -r  0  3 

oo, 

— 

bC  ■  0  r  4  "r 

M 

3c  o  +  03 

3 

l 

- 

2b  Z  r  1-c 

1 0  6  ■  C  -  c-3 

S 

- 

3.5  t  CS 

.  “X 

1  3 

2L-5 

ED5Q(range)  75(27 

\  S0b>olcA<* 

EDgo(  range)  39.q(14o  .  9 -  0) 

Resistance  factor  lggo-5$ 

Principal  Investigator:  Professor  W. Peters 

Department  of  Medical  Protozoology 

London  School  of  Hygiene  &  Tropical  Medicine 


I  9  i 


SUMMARY  OF  ANTIMALARIAL  DRUG  TESTS 


-TABLE  l  7  (-} 


(BLOOD  SCH [ ZON  TOC  IDES) 


COMPOUND  NAME  t£Tr«. sc.ume  + 

OR  NUM8ER  .  .  PARASITE  ( SUB )  SPEC  I ES  . 

FORMULATION  .^9.  /  H XQ.  . .  ROUTE  OF  ADMINISTRATION  :  SC/ 1  P/PO/i-V 

■MAXIMUM  TOLERATED  DOSE  (MTD)  .  MG/KG  X  ... 


Strain 

Dai ly  dose 
mg/kg  DO-D+3 

No.  of 
mice 

No.  of 
experiments 

Mean  control 
parasite  rate  % 

PMM 

B>o  -  0  •lo 

>5 

_ 

'<5-G  —  <=>•! 

IC-O  -*•  OG 

5 

- 

U  .  ^  i  V-9 

M 

le  e  -*■  c  s 

5 

t 

- 

2-C  ± 

1QO'  C  *v  G  S 

5 

- 

C'=»  *  C  B. 

(y 

SLS 

1  O 

2Z.5 

ED50(range)C  95(o.3)  _  2  Q) 

1  So  bo  la'" 

EDg0( range)  c  9  (  z  z  _  /4.0) 

Resistance  factor  Igg0l 

5>-c  *  i-o 

G 

ice  -  1  0 

s 

- 

O 

N 

Sc  c  -  l  c 

"5 

- 

G 

1  r  c  •  0  r  1  -  c 

S 

- 

C 

G 

1  c 

12..S 

ED5Q(range)  <  3  0 

\sobotar  lln'L 

EOgo(  range)  <yo 

Resistance  factor  Igg<0'04- 

Principal  Investigator:  Professor  W. Peters 

Department  of  Medical  Protozoology 

London  School  of  Hygiene  &  Tropical  Medicine 


i  9  7 


SUMMARY  OF  ANTIMALARIAL  DRUG  TESTS 
(BLOOD  SCH I ZONTOC IDES ) 


-TABLE  |77 


COMPOUND  NAME 

OR  NUMBER  .  .  PARASITE  ( SUB )  SPEC  I ES 

FORMULATION  ..7: *<&'?. .  ROUTE  OF  ADMINISTRATION  :  SC/-I P/POtHV 
MAXIMUM  TOLERATED  DOSE  (MTD)  MG/KG  X  f: . 


Strain 

Dai ly  dose 
mg/kg  DO-D+3 

No.  of 
mice 

NO.  Of 

experiments 

Mean  control 
parasite  rate  % 

Ireated  PRXvlnn 
Contfol  PRrltJU 

o  •  1 

5 

— 

s  *  S  I 

G'3» 

S 

_ 

3>oo  ft  1-3 

Ni 

0-5 

5 

i 

— 

-t  (A-B. 

l  C 

s 

- 

C'3  ±  G-3 

O 

)  O 

22.5 

ED5o(range )  0'4a(o3i  -o  si) 

!soL>o^ur  r 

EDg0(range)o.b4-(o-4^  -  o  8) 

Resistance  factor  IgQ  |.q 

ED5Q( range) 

EDgo( range) 

Resistance  factor  Igg 

Principal  Investigator:  Professor  W. Peters 

Department  of  Medical  Protozoology 

London  School  of  Hygiene  &  Tropical  Medicine 


L  9  S 


SUMMARY  OF  ANT IMALAR I AL  DRUG  TESTS 
( BLOOO  SCH I ZONTOC IDES ) 


-TABLE  1  7  S 


COMPOUND  NAME 

OR  NUMBER  .  .  PARASITE  ( SUB )  SPEC  I ES  .  ' 

FORMULATION  .  .T^eeo.So  J  H _0. . .  ROUTE  OF  ADMINISTRATION  :  SCMWH 
iMAXIMUM  TOLERATED  DOSE  (MTD)  >  .«=?P.Q.  MG/KG  X 


Strai n 

Uai iy  dose 
mg/kg  DO-D+3 

No .  Of 
mice 

NO.  of 
experiments 

Mean  control 
parasite  rate  % 

3.0  •  O 

S 

mmm 

loo-  0 

s 

_ 

-JO' 4-  x  \<A"3 

N 

ioo  -  C 

s 

- 

4-9-2.  O 

bOO  O 

s 

- 

IA--3  X  S'cL 

0 

10 

2-0- •S 

‘  "  ' 

ED50(range)|9o(1|3  _  ilQ) 

Isobolar  U<-»h 

EDgo(range)35o(5^0  -,<350') 

Resistance  factor  IgQ  ^  q 

ED5Q(range) 

EDgo( range) 

Resistance  factor  Igg 

Principal  Investigator:  Professor  W. Peters 

Department  of  Medical  Protozoology 

London  School  of  Hygiene  &  Tropical  Medicine 


l  9  9 


SUMMARY  OF  ANTIMALARIAL  ORUG  TESTS  -TABLE  ^70 

(BLOOD  SCHI ZONTOCIDES j 

COMPOUND  NAME  ^ 

OR  NUMBER  .  PARASITE  ( SUB )  SPEC  I ES  .  .?.■ 

FORMULATION  .TVwrj . .  ROUTE  OF  ADMINISTRATION  :  SCAWWtV 
MAXIMUM  TOLERATED  DOSE  (MTD)  .  MG/KG  X  ... 


Strain 

Dai ly  dose 
mg/kg  DO-D+3 

No.  of 
mice 

No.  of 
experiments 

Mean  control 
parasite  rate  % 

Ireated  PRSLlnn 
CbntTSTTR'r  iUU 

O-i  -*■  .  3o-c 

5 

_ 

'3’2-A-  ±  (o-l 

o-b  +  3o-o 

s 

_ 

11-4-  ±  l-<j 

M 

O'1®  -*  So- C 

5 

\ 

- 

2.1-1  ±  \a--z. 

1-0  +  so- 0 

s 

- 

c 

0 

10 

U-S 

EDsolrange)  0.25(0.  _  0-45) 

Isobolux  lAn.fs 

EDg0(range)0.3s(o,2l  _0.?) 

Resistance  factor  IgQ  0.s<5 

O  •  »  \  00  ■  C 

^9-1  ■t  b-5 

c-2>  icc-o 

•5 

__ 

t>9-2-  ±  A- -4- 

N 

c  -5  *  \CO  •  C 

S 

1 

- 

4-5  t  I-  Cc 

1  •  C  -  ICO  c 

5 

- 

O 

<2 

1  C 

22  -5 

ED5Q(rang o-2z(o  n  ~  0-b£) 

\sobolar  lAr-vifs 

EDgg(  ran9e)0'3t(0'Zi  -0-5$) 

Resistance  factor  Ig(g  o-S<o 

Principal  Investigator:  Professor  W. Peters 

Department  of  Medical  Protozoology 

London  School  of  Hygiene  &  Tropical  Medicine 


2  0  0 


SUMMARY  OF  ANTIMALARIAL  DRUG  TESTS  -TABLE  A  g  0 

(BLOOD  SCH I ZONTOC IDES) 

COMPOUND  NAME  Flov^c£i^£  -+■ 

OR  NUMBER  .  .  PARASITE  ( SUB )  SPEC  I ES  . 

FORMULATION  .  ?.Q .  ROUTE  OF  ADMINISTRATION  :  SC/44VPO/4-V 

MAXIMUM  TOLERATED  DOSE  (MTD)  .  MG/KG  X  ... 


Strain 

Dai ly  dose 
mg/kg  DO-D+3 

No.  Of 
mice 

No.  Of 
experiments 

Mean  control 
parasite  rate  % 

Ireated  PRivlf,n 
Con t r b  i  PRrIUU 

On  ■+-.  3co>o 

S 

— 

4-3  ■‘2  ±  14-2 

O  ■  3>  SOO'O 

5 

2.4-1  ±  1)  1 

N 

0-5  -*•  Soo-o 

s 

1 

— 

2  C  1  0  4 

t-C  +  3co-c 

S 

- 

O 

0 

IO 

22-5) 

ED5o(range)°- 12(0-08  -  O-Zb) 

1  ScboW  Urnhs 

EDgo(  range)  0.Z4(0,(fc,04<o') 

Resistance  factor  IgQ  0.3-3 

O'  I  (cOC’C 

S 

c  •  5  -*■  <oOC  ■  c 

5 

_ 

3-2>  x  22 

N 

0-*5  -+  Cco  O 

S 

) 

13  X  '-2. 

'•0  -+  'oCO'C 

s 

- 

C 

O' 

\o 

2-2  & 

^Dgo(  ran9e)o  ofa(o  -O-lz) 

Isobol&r  CTaiEs 

FDgQ(  range )  0,  )(^  (  0  •  1 1  ~  o-\) 

Resistance  factor  IgQ  o-ZS 

Principal  Investigator:  Professor  W. Peters 

Department  of  Medical  Protozoology 

London  School  of  Hygiene  &  Tropical  Medicine 


SUMMARY  OF  ANTIMALARIAL  DRUG  TESTS  _  TABLE^  g  ^ 

(BLOOD  SCH I ZONTOC IDES) 

COMPOUND  NAME  ESntmirom'h.'N  -+■ 

OR  NUMBER  .  .  PARASITE  ( SUB )  SPEC  I ES  .  ,R. 

FORMULATION  .  .70.e.e2.  ?.9 J  >3  2Q  .  .  ROUTE  OF  ADMINISTRATION  :  SC/IP/Pft/tV 
■MAXIMUM  TOLERATED  DOSE  (MTD)  .  MG/KG  X  ... 


Strain 

Dai ly  dose 
mg/kg  DO-D+3 

No .  of 
mice 

No.  of 
experiments 

Mean  control 
parasite  rate  % 

Treated  PRiLY.rn 

ContF61  tot1  00 

3.00  -+■  on 

5 

— 

<3,2  ^  *.  <o-l 

>oo-o  -*■  o-' 

5 

_ 

*  b-2 

N 

2.00  0  +  0  •  1 

S 

\ 

- 

AS  S  i  '4  2 

boo  -Cl  -*■  on 

b 

- 

\2-4-  t  bn 

0 

\  O 

2  os 

_ _ _ 

ED50( range)  , 55(76-0  -  440) 

\  sobolar  Uo(  f"s 

EDgQ( range)  <930(4-50  -  ZRoqi 

Resistance  factor  IgQ  0,gg 

2co  -+  o-5 

RR  A-  x  2  9 

S 

- 

lo92  O  4-. a- 

M 

icoc  -*  0.2 

s 

\ 

- 

2-A-.R  ±  04 

loCO  0  'v  c  ■  3. 

s 

- 

3. ■?>  ±  2-2 

0 

10 

20S 

ED50(range)95,o(So,o.|^ 

Isobolar  U^vihs 

EDgo(  range )  4oo  (  2.05  -Soo) 

Resistance  factor  Igg  0'42 

Principal  Investigator:  Professor  W. Peters 

Department  of  Medical  Protozoology 

London  School  of  Hygiene  &  Tropical  Medicine 
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SUMMARY  OF  ANTIMALARIAL  DRUG  TESTS  -TABLE.  c- 

(BLOOD  SCH I ZONTOC IDES) 

COMPOUND  NAME  ernth^hun!  - 

OR  NUMBER  .  C'9*?.'l>Le. .  PARASITE  ( SUB )  SPEC  I ES  .  :  P^rpS-'. 

FORMULATION  . .  We<\  §Q J  H_p  . .  ROUTE  OF  ADMINISTRATION  :  SC/-I P/-PO +¥i 
■MAXIMUM  TOLERATED  DOSE  (MTD)  .  MG/KG  X  ... 


Strain 

Dai ly  dose 
mg/kg  DO-D+3 

No .  of 
mi  ce 

No .  of 
experiments 

Mean  control 
parasite  rate  % 

Ireated  pRX,,.no 
Control  PRri0lJ 

30-0  -r  O-S 

5 

_ 

22-1  ±JA  -z_ 

'00-0  O-S 

5 

_ 

A- 5  ^ 

N 

SCO  •  O  -*•  C-S 

s 

l 

- 

2-0  S  0-9 

too  ■  c  o  s 

5 

- 

is  s  '  ■  2. 

s* 

l  o 

20-S 

ED50(range)7.5(5.s.^.o) 

i  sotoio^-  Uo.  ts 

ED90(range)7o.0(^,0,(SO) 

Resistance  factor  IgQ  o.o7 

30-0  -V  >'0 

5 

_ 

O 

loo-c  -*•  \-0 

5 

- 

C 

N 

300-0'  -*•  i'C 

5  . 

1 

- 

0 

too-c  f  i-c 

5 

- 

c 

<p 

1  o 

22  ' 

ED50(range)  < 

EDgo(  range)  <■  io 

Resistance  factor  Igg<Q.o3 

Principal  Investigator:  Professor  W. Peters 

Department  of  Medical  Protozoology 

London  School  of  Hygiene  &  Tropical  Medicine 
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SUMMARY  OF  ANTIMALARIAL  DRUG 
(BLOOD  SCH  i  IN  i  Cl  I 01 


i.BLL 


1  8  8 


COMPOUND  NAME 

OR  NUM8ER  . .  fv-S*  .  PARASITE  ( SUB )  SPEC  I ES  .  P-Wc^ 

FORMULATION  .X^epn  B.Q.I.H.p.  .  ROUTE  OF  ADMINISTRATION  :  SC/IP/Pe/-frV 


.MAXIMUM  TOLERATED  DOSE  (MTD)  .  >  !  '.9.  .  MG/KG  X  ft. 

Strain 

No.  of 
mice 

No.  Of 
experiments 

Mean  control 
parasi te  rate  % 

O'l 

S 

. _ 

SO-4-  ±  2-3 

O-i 

5 

:o4  5  ±  5- 

N 

0-5 

S 

i 

- 

?_3'3  — 

1  ■  O 

5 

— 

\ -C  ±  C'5 

0 

1  O 

35'1 

_ 

ED50(range)  o-isCo-n^-  0.<V2> 

EDgo(range)  0.t(  o.*f,  _  c.<^, 

Resistance  factor  IgQ 

ED50(range) 

EDgo( range) 

Resistance  factor  lgQ 

Principal  Investigator:  Professor  W. Peters 

Department  of  Medical  Protozoology 

London  School  of  Hygiene  &  Tropical  Medicine 


SUMMARY  OF  ANT  I  MALARIAL  DRUG  TESTS 
(BLOOD  SCH I ZOMTOC I DKS j 


1  S  3 


COMPOUND  NAME 

OR  NUMBER  .  .  PARASITE  ( SUB  )  SPEC  I ES  .  .  P 

FORMULATION  O.  .  ROUTE  OF  ADMINISTRATION  :  SC/IP/PQ/iV 

MAXIMUM  TOLERATED  DOSE  (MTO)  >.?:Q.  MG/KG  X 


Strai n 

Dai ly  dose 
mg/kg  DO-D+3 

No.  of 
mice 

NO.  Of 
experiments 

Mean  control 
parasite  rate  % 

Ireated  pRi01rr 
Control  PR»‘ 

0-3 

5 

— 

^■5  5  5-S 

\  ■  O 

5 

— 

i  2'S 

N] 

3.0 

5 

_ 

53 ■  o  -  "-2. 

5  0 

5 

— 

'BO  tr  ^  2 

0 

l  O 

35  “ 

_ 

1 

EDs^range),^^  _  A ^ 

EDgo(range)  <o.0(l.o_  [{o^ 

Resistance  factor  Igg 

ED50(range) 

EDgo( range) 

Resistance  factor  IgQ 

Principal  Investigator:  Professor  W. Peters 

Department  of  Medical  Protozoology 

London  School  of  hygiene  &  Tropical  Medicine 
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SUMMARY  OF  ANTIMAIARI AL  DRUG  rESTS 
(BLOOD  SCMIZONTOCIDEs 


COMPOUND  NAME  FuoxAciii^E  -+- 
OR  NUMBER  rS£.  . 


OR  NUMBER  rS£ .  PARASITE  ( SUB )  SPEC  I ES  .  P:  ber^ne; 

FORMULATION  .  SQ.jp.p.  . .  ROUTE  OF  ADMINISTRATION  :  SCWPO/IV 

•MAXIMUM  TOLERATED  -USE  (MTD)  .  MG/KG  X  ... 


ean  control 


Treated  PKt,. 


riments  parasite  rate  %  Control 


O-i 

A- 

1-0 

04) 

4* 

l-o 

C4 

-t 

c 

i  ■  0 

-A 

l-o 

0 

ED50(range)o,z(o.,g.  0,^ 
ed9q(  range)  0,4S(0 ,  0.^5~) 
Resistance  factor  Inn 


4  4  4 


b4  1  -  b-4- 


2.C  ■(=>  -  $-C 


C -3  4.  c-\ 


Principal  Investigator:  Professor  W. Peters 

Department  of  Medical  Protozoology 

London  School  of  Hygiene  &  Tropical  Medicine 
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SUMMARY  OF  ANT  [MALARIAL  DRUG  TESTS  -TABLE  j  ^ 

( 31000  SCH I ZON  TOC  IDES) 


COMPOUND  NAME  -+ 

OR  NUMBER  .  P.^.'T .  PARASITE  ( SUB )  SPEC  I ES  .  .P-.be^e^ 

FORMULATION  . .  ]*> <Z£(\ .  ROUTE  OF  ADMINISTRATION  :  SC/-EP/PO/-i'V 
MAXIMUM  TOLERATED  DOSE  (MTD)  .  MG/KG  X  ... 


Strai n 

|  Dai ly  dose 
mg/kg  D0-D+-3 

No  .  of 
mice 

No.  of 
experiments 

Mean  control 
parasite  rate  % 

"Ireated  PR^1nn 
ContPol  PRr100 

CM  -r  3-0 

5 

_ 

4 -1-b  tc  \c  ■’ 

0-3  +  3-0 

5 

_ 

S3  32 

N 

0-5  -  3-0 

5 

\ 

— 

C 

l-C  +  3-0 

5 

C 

ID 

33  ■  ~ 

_ 

ED50(range)o.(3(o.Os_c^ 

EOw(range)0.2^_  0  ^ 

Resistance  factor  IgQ 

C-I  -*■  IC-C 

5 

IC-S  G2 

03  ->■  ICC 

_ 

C-Ci  ±  O-CI 

IN 

0-5  -  tO-C 

5 

1 

C 

l-C  -  ICC 

5 

- 

r 

0 

io 

33-1 

ED50( range )0.0b(O  O/V_c  ^ 

EDgo(  range)  0  |  (ooi_  o  i2) 

Resistance  factor  I g q 

Principal  Investigator:  Professor  W. Peters 

Department  of  Medical  Protozoology 

London  School  of  Hygiene  &  Tropical  Medicine 
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SUMMARY  OF  ANTI MALARIAL  DRUG 
(  BLOOD  3C.H  I  NIOC  I  Or  . 


STS 


•TABLE 


1  s ' 


COMPOUND  NAME  Pr3..r-n.=*c?o  .*oe  -*• 

OR  NUMBER  .  1.80*59-*?  '.-8  5 .  PARASITE  ( SUB  )  SPEC  I ES  . 

FORMULATION  %Q  J  £>  .  ROUTE  OF  ADMINISTRATION  :  SC/iP/PQm 

.MAXIMUM  TOLERATED  DOSE  (MTD)  .  MG/KG  X  ... 


Strain 

Dai  ly  dose 
mg/kg  DO-D+3 

No .  of 
mi  ce 

No.  Of 
experiments 

Mean  control 
parasite  rate  % 

Ireated  PT^CTTC 
Control  PftiT10''' 

0-5  -r  O-l 

5 

Sb.2.4  i-s 

o 

t 

o 

S 

- 

8\  !  —  A.-r 

KJ 

5-0  -  O-i 

5 

l 

_ 

42  io  2  '  O  1 

IC  O  ^  O  1 

5 

- 

IC-2  ±i  2-2 

0 

'O 

35  1 

_ 

ED5Q(range)  ,.t(  0.3_  v  ^ 

ED90(range)^2(42_  ,4  £ 

Resistance  factor  IgQ 

C  ~t>  4  3 

s 

24-9  i  2.5 

'  ■  C  -*■  TCP  3 

c=i 

— 

54 ■  1  ±  5  4 

n 

5  0  -  CB 

1 

- 

V  .  9  •+•  9  .  p 

4  2  —  4  C_ 

IC  C  _r  C  2 

- 

2  •  C 1  "X  C  ■  2  ■ 

i  c 

2.5-8 

E^rangeJcksfo^..,  2 

ED90(  range)  ^ 

Resistance  factor  I9g 

Principal  Investigator:  Professor  W. Peters 

Department  of  Medical  Protozoology 

London  School  of  Hygiene  &  Tropical  Medicine 
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SUMMARY  OF  ANT [MALAR  I AL  DRUG  TESTS 
(BLOOD  SCH 1 70N TOC ! DES } 


-TABLE  |  g  y 


COMPOUND  NAME  + 

OR  NUMBER  .  PARASITE  (SUB)SPECIES  .  ,P.- 

FORMULATION  .  3Q  /.Al^Q.  ROUTE  OF  ADMINISTRATION  :  SC/IP/PO/IV 

MAXIMUM  TOLERATED  DOSE  (MTD)  .  MG/KG  X  ... 


Strain 

Dai ly  dose 
mg/kg  DO-D+3 

No .  o  f 
mi  ce 

No.  of 
experiments 

Mean  control 
parasite  rate  % 

treated  PtfSk,,™ 
Control  PRT100 

03  -+•  C.S 

5 

35-2  t  fo-C 

1-0  ■+■  O  '5 

3 

iO  •  <b  ±  •  O 

M 

b-C  OS 

3 

1 

0 

mam 

S 

- 

G 

0 

IQ 

35  3 

ED50(range)o^(o^_.^3 

EDgo(range)c.ls(c.4,_  ^ 

Resistance  factor  IgQ 

03  \-o 

3 

C'C  t  CO 

o 

A 

0 

5 

_ 

C'b  ±  G  ■  1 

N 

b-0  +  t-O 

5 

i 

- 

0 

10-0  +  1-0 

5 

- 

o 

0 

IO 

35-1 

ED5G( range)  <  0-3 

EDgo( range)  <  0.^ 

Resistance  factor  IgG 

Principal  Investigator:  Professor  W. Peters 

Department  of  Medical  Protozoology 

London  School  of  Hygiene  &  Tropical  Medicine 
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SUMMARY  OF  ANT IMALAR 1 AL  DRUG  TESTS 
(BLOOD  SCH I  ZON  TOC  IDES 


ABLE  ig3 


COMPOUND  NAME 

OR  NUMBER  .  .  PARASITE  (SUB)SPECIES 

FORMULATION  .  H  £>.  . .  ROUTE  OF  ADMINISTRATION  :  SC/+P/PO/ I V 

.MAXIMUM  TOLERATED  DOSE  (MTD)  MG/KG  X  .f. 


Strain 

Dai ly  dose 
mg/kg  DO-D+3 

No.  Of 
mice 

No.  of  | 

experiments 

Mean  control 
parasite  rate  % 

umsmmm 

O-l 

5 

SC'A-  t2S 

O  '3 

5 

— 

5  t  “5-  t 

N 

to 

o 

3 

1 

- 

2S-3  i  S'9 

_ '-O 

5 

- 

1 .  o  ±  c  ■  5 

io 

3>S'9 

- 7 

ED50(range)0.25^0,,G_0.4.^ 

1 

EDgo(range)D.b(0^b_0.9^ 


Resistance  factor  IgQ 


ED50( range) 

EDgo( range) 

Resistance  factor  Igg 


Principal  Investigator:  Professor  W. Peters 

Department  of  Medical  Protozoology 

London  School  of  Hygiene  &  Tropical  Medicine 


SUMMARY  OF  ANTIMAIAR I AL  DRUG  TESTS 
(BLOOD  SCHI ZON TOC  IDES) 


-  TABU  100 


COMPOUND  NAME 

OR  NUMBER  .  .  PARASITE  ( SUB  )  SPEC  I ES  .  ,P\ 

FORMULATION  .  .7v°.«2n  .‘SoJ.^Q .  .  route  OF  ADMINISTRATION  :  SC/-H VWtt 
MAXIMUM  TOLERATED  DOSE  (MTD)  .  r*.'P:Q.  MG/KG  X  5r. 


Strai n 


E  D^0 ( range ) 
EDQn( range) 


Resistance  factor  I, 


Principal  Investigator:  Professor  W. Peters 

Department  of  Medical  Protozoology 

London  School  of  Hygiene  &  Tropical  Medicine 
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r 


SUMMARY  OR  ANTIMALARIAL  DRUG  TESTS  -TABLE  j  9  1 

(BLOOD  SCHiZON TOC  IDES) 

COMPOUND  NAME  Fi_o'*p»c«.umE  -+ 

OR  NUMBER  .  PARASITE  (SUB)SPECIES  . 

FORMULATION  .  .Ivem &.Q.  l  ^  .p.  .  ROUTE  OF  ADMINISTRATION  :  SC/IP/Pfr/T/ 

.MAXIMUM  TOLERATED  DOSE  (MTD)  .  MG/KG  X  ... 


Strain 

BSEHGEEQHH 

■ 

No.  Of 
mice 

No.  of 
experiments 

Mean  control 
parasite  rate  % 

umsamm 

O' '  -+•  0'3 

5 

_ 

±  S  3 

OSS  *  03 

5 

— 

AS'l  A  A  2 

N 

C  ■  O  ^  c  -3 

S 

\ 

- 

2C'(b  —  S'C 

1  -O  ^  0.3 

c; 

- 

4  b  ±  3'5 

1 

10 

5S-1 

E050{ range 0  ^ 

EDgQ(range)  0.^  (  0  -a-  -  c4s) 

Resistance  factor  IgQ 

O'i  -  iQ 

0 

FS  S  a  2  Z 

C  -5  -v  t  •  O 

5 

- 

5C  4  ±  F-  S 

N 

O  -S  -*■  '  ■  O 

5 

\ 

- 

.  i  •  2  s  43 

1  •  C  ->•  1  c 

5 

- 

1  •  1  ct  C  9 

0 

1C 

35-1 

ED50(  range  )0.22(0.l4._0.1>^) 

EDg0(  range)  0  4o,(0. 1,1 . 0.94) 

Resistance  factor  Igg 

Principal  Investigator:  Professor  W. Peters 

Department  of  Medical  Protozoology 

London  School  of  Hygiene  &  Tropical  Medicine 
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SUMMARY  OF  ANT [MALARIAL  DRUG  TESTS 


TABLE  }  ()■) 


(BLOOD  SCH I ZON  TOC  IDES) 

COMPOUND  NAME  Fu)Xf=,u,M£  -r 

OR  NUMBER  .  PARASITE  ( SUB )  SPEC  I ES  . 

FORMULATION  . . .  ROUTE  Of  ADMINISTRATION  :  SC/-HV4WW 
MAXIMUM  TOLERATED  DOSE  (MTD)  .  MG/KG  X  ... 


Strai n 

Dai ly  dose 
mg/kg  DO-D+3 

No.  of 
mice 

No.  of 
experiments 

Mean  control 
parasi te  rate  % 

Treated  PR'iL.. 
Control  PRr100 

O-i  -+  3.0 

S 

— 

35-1  ±  4--i 

0-3  +  30 

s 

— 

2-fe.C  ±  2-4- 

N 

o-s  -  3.c 

5 

\ 

- 

t  -2.  it  c . io 

I'O  +•  30 

5 

- 

C  -4-  ±  C  -2. 

0 

'O 

S5C 

ED50(range)o.c^OtC4._o.^ 

EDgQ( range)  C1(=(  q.i^-C.sg' 

Resistance  factor  IgQ 

I 

O"  -+  >C'C 

«=> 

— 

O-Ofe  £.  c  c 

C-3  -  >C-C 

s 

o 

N 

C  C  -  'C-C 

i 

- 

c 

1  O  -  iC-C 

5 

- 

c 

rv 

X- 

i  o 

351 

ED50(range)  <  D.i 

ED90(  range)  <0.| 

Resistance  factor  Igg 


Principal  Investigator:  Professor  W. Peters 

Department  of  Medical  Protozoology 

London  School  of  Hygiene  &  Tropi:al  Medicine 
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SUMMARY  OF  ANTIMALARIAL  ORUG  TESTS 
(BLOOD  SCH 1ZON TOC  IDES] 


•TABLE  193 


COMPOUND  NAME  Ch^o^oqvj.m  t 

OR  NUMBER  .  «' .  PARASITE  (SUB)SPECIES  .  .  .^.bo^pey 

FORMULATION  . .  W??r\?Q / H p.  . .  ROUTE  OF  ADMINISTRATION  :  SC/IP/PO/IV 
MAXIMUM  TOLERATED  DOSE  (MTD)  .  MG/KG  X  ... 


Strain 

Dai ly  dose 
mg/kg  DO-D+3 

No.  of 
mice 

No.  of 
experiments 

Mean  control 
parasite  rate  % 

Ireated  pR^vlnn 

Control 

0-3  -+  O' 

5 

— _ 

13'b  -  <5  i 

i'O  O' 

5 

_ 

?5  5  t  2.  2 

N 

S'G  “*■  CM 

5 

1 

- 

35-3  - 

O 

6 

+ 

0 

5 

_ 

CCb  5  OCS 

0 

IO 

35 

ED5Q(range)  ^  ^  .  4) 

EDgo( range)  S-.0 

Resistance  factor  IgQ 

03  -  c  5 

s 

_ 

<A-=>  3  ±  *0  3 

1-0  -  0  3 

S 

5C-3  X  A  S 

N 

io  -  C  3 

“5 

1 

- 

2.(o  O  x  1  A- 

ICO  -  C-3 

S 

- 

C 

0 

iC 

353 

ED50(range)  ,  ^ 

EDgo( range)  ,  fc( 

Resistance  factor  Igg 
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